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Tuis paper is based on a study of the dumping attacks 
in 500 patients who had had an elective gastric operation 
in the past six years. 

It deals with the clinical aspects of the dumping attacks 
which may follow the ingestion of certain normal foods, 
and with the radiological appearances during them. We 
have not, as other investigators have done, used hypertonic 
glucose to produce symptoms resembling those of the 


dumping attack. 


Classification 

Patients with dumping attacks can be divided into two 
main groups: in one, the attack is brought on by a large 
meal; in the other by particular foods. There is a further 
group in which the symptoms, though resembling those of 
the dumping attack, have no well-defined relation to the 
size or nature of the meal. Most of these symptoms are 
probably those of hypoglycemia. 


Choice of Patients for Investigation 

The disadvantage of investigating dumping attacks 
after a large meal is that it may include some constituent, 
of which the patient and the investigator are unaware, that 
initiates dumping, quite apart from the effect of distension. 
We have, therefore, confined this investigation to patients 
whose attacks of dumping are brought on by particular 
foods. Cox-and Kerr (1957) showed that there was, after 
5% partial gastrectomy without vagotomy, a definite 
selective impairment of digestion for milk, milk puddings, 
eggs, fatty foods, pastries, and chocolates. These foods 
produce either a: dumping attack or symptoms of 


dyspepsia. 


Clinical Aspects 


_ Reproduction of Natural Dumping Attacks 


Patients who gave a clear history of dumping attacks 
brought on by particular foods were invited to attend as 
outpatients, and were given these foods. Two points are 
important: firstly, the attempt to reproduce the attack 
should be carried out in a room at or above average ward- 
temperature; secondly, the patient must not lie down after 
eating but should walk slowly up and down. 

Clinical Picture 

We have reproduced fifteen attacks of dumping during 
the past six years, and these notes are based on our 
observations. 

The outstanding symptom of the dumping attack is 
profound weakness, usually associated with light-headed- 
ness. All other symptoms are relatively minor. The weak- 
hess is general, but may especially affect the legs. 

It has been described by the patient as “ feeling awful ’’, 


*Based on a presidential address before the section of surgery, 
Manchester Medical Society, October, 1958. 
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** as if all the use had drained out of me”, and “ as if I 
was going to die ” 

During a severe attack of dumping, the patient is totally 
incapacitated. If he continues to walk during the attack, 
he staggers and falls to the ground. The patient usually 
lies down, not to relieve the attack, but simply because he 
cannot stand up. 

The vertigo, of which the patient is said to complain, 
is not a true vertigo, but a sensation of being light-headed. 

Most severe attacks include ocular symptoms. These 
have been variously described by the patient as an inability 
to focus, a blurring of vision, the presence of a dark 
shadow in front of the object looked at, or a sensation of 
seeing things as if far away. A patient was given a news- 
paper to read. She was quite unable to read the small 
print, but could just read the large headlines. 

Both posture and exercise can determine whether the 
patient has an attack: 


(1) An attempt was made to take superficial and deep 
temperatures on a few patients during the dumping attack. This 
meant that they had to lie flat. When in this position, no major 
attack of dumping could be reproduced; and the patients 
experienced only a mild and transient weakness, not sufficiently 
severe to be worth investigation. These patients had recently 
had major attacks of dumping when standing or walking after 
taking similar foods. 

(2) A patient said that his dumping attacks, especially after 
sweet fatty foods, could always be brought on by walking after 
the meal, but could be delayed or prevented by lying down, 

(3) In another patient, during radiological examination, a 
severe attack of dumping necessitated his lying horizontally 
on the X-ray table. After the attack had passed off, the head 
end of the table was slowly raised. When it reached 45°, the 
attack recurred with its original intensity, and the table had to 
be replaced in the horizontal position. 

(4) A patient had a severe attack of dumping five minutes 
after a mixture of hot milk and egg, taken standing up and 
followed by the usual slow walking. Three weeks later, this 
mixture, in the same amount and at the same temperature, but 
given when she was lying down, produced no attack of dump- 
ing during a period of thirty minutes. She then walked up and 
down, and within two minutes she had an attack as severe as 
her previous one. 


Recumbency delays or prevents the onset of the dump- 
ing attack, a vertical position does the opposite. Getting up 
after lying down brings on the attack with its original 
intensity. 

The interval between taking particular foods and the 
onset of the dumping attack has varied from two minutes 
to twenty minutes in our series, when the meal has been 
followed by slow walking. After a hot-milk-and-egg 
mixture, sweetened or unsweetened, the interval is usually 
three to five minutes. Among the factors which affect this 
interval are: (1) the temperature of the food, hot milk 
producing an earlier attack than cold; (2) the temperature 
of the surroundings, heat again accelerating the attack; 
and (3) a diminishing tendency to dumping attacks. 

There is no pallor during the attack. Most patients 
become drowsy and irritable when the attack is passing 
off. 

Vomiting was noted once only, a small amount of bile being 
returned. No diarrhoea has occurred in relation to the dumping 


attack. 
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Blood-pressure during attacks did not fall in a way that DETAILS OF PATIENTS IN WHOM DUMPING ATTACKS WERE OBSERygp 
could account for the symptoms; in fact, there was often RADIOLOGICALLY 
a slight rise. Lee 
I 
Radiological Examination ‘Operation an 
6 patients (see table) were X-rayed during natural Operation Diagnosis Sex | Age | ocomiogical A 
dumping attacks. Camping stacks 
The foods responsible for the attacks were: 
Milk, with one beaten-up egg (2 cases), milk, with one P.c. G.U. and D.v. F 45 4 
beaten-up egg and one teaspoon of sugar (1), and Horlicks, Yyagotomy and p.c. | Anastomatic ulcer | F | 39 : 
with one beaten-up egg and one teaspoon of sugar (3). Vagotomy and P.G. | D.vU. F 45 3 
All these foods were given hot. The volume was 8 oz. (227. *** D.U. M | 36 7 


ml.), except for a patient in the Horlicks group who took only 
5 oz. (142 ml.). The average interval between giving these 
foods and the onset of the attack was three minutes: the short- 
est interval was two, and the longest, five minutes. 

In 4 of these 6 patients, the attack was so incapacitating that 
they were unable to continue standing during the examination. 
The other 2 attacks were of moderate severity. 


Procedure 

A preliminary examination after a barium swallow outlined the 
gastric stump, stoma, duodenum or jejunum (according to the 
type of gastric operation) and showed the rate of emptying. 

The patient, having eaten the food responsible for dumping, 
walked slowly up and down. He was re-screened at intervals 
and on the first symptoms of the attack, a complete radiological 
examination was done. If necessary, the patient was given 
further swallows of barium. 

Immediately the attack had passed off, more films were taken 
after further barium swallows (if necessary). 


Controls 

Two sets of controls were used. In the first, 3 of the 6 patients 
were given 8 oz. (227 ml.) of hot tea without sugar or milk after 
the dumping attack had passed off. In the second, 4 additional 
patients were given 8 oz. (227 ml.) of hot milk, with one beaten- 
up egg and one teaspoonful of sugar. This mixture had 
previously caused dumping attacks in all 4 patients, but these 
foods no longer produced symptoms. 


Fig. 1. 


Fig. 1—Schoemaker partial gastrectomy for gastric ulcer. Film during dumping attack thirty minutes after one mouthful of 
* Micropaque’ at onset of attack. Stasis and dilatation in remaining portion of stomach, and in duodenum and jejunum. 


¥ig. 2—Control film after attack had passed, taken immediately after one mouthful of micropaque. Complete return to normal. 


P.G. = 75% partial gastrectomy, antecolic with spur; s= Sch 
G.u. and D.U. = chronic gastric and chronic 
duod: ulcer. 


Results 


The preliminary examination in all 6 patients showed a 
normal outline of gastric stump, stoma, and upper 
jejunum or duodenum, with the usual rapid emptying and 
hyperperistalsis. 

The screening in the 4 patients with severe attacks of 
dumping showed complete stasis and dilatation, affect- 
ing the gastric remnant, duodenum, and jejunum, 
All forward movement ceased. The appearance and 
disappearance of these changes coincided with the start 
and finish of the dumping attack. 2 patients with less 
severe attacks showed similar but lesser changes. All 
films taken immediately after the attack showed complete 
return to the normal emptying and hyperperistalsis shown 
in the preliminary examination (figs. 1 and 2). 


The first patient was X-rayed by Dr. J. Blair Hartley, who 
remarked that the findings were those to be expected from 
X-raying a body on the postmortem table. Whether the patient 
was viewed erect, horizontally, or in any oblique position, there 
was absolute stasis, apart from a small trickle of barium into 
adjacent coils on palpation or immediately after a change in 


Fig. 2. 
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position. There were no signs of increased fluid in the gut— 
that is, there was no dilution of the contrast medium, no blur- 
ring of the mucosal pattern, and no fluid levels. 


In the 3 controls given hot tea without milk or sugar after the 
attack had passed off, the active peristalsis demonstrated in the 
iminary film was unchanged. The four patients given hot 
milk with an egg and sugar without producing any symptoms 
of dumping also showed no change in the active peristalsis. 


Discussion 


Our findings differ from those of previous workers in 
two essential points—the absence of motor activity and 
the lack of evidence of increased fluid in the gut during 
the attack. 


Glazebrook and Welbourn (1952) described increased 
motor activity in the jejunum at the time of dumping 
symptoms. Amdrup et al. (1958) demonstrated increased 
motor activity and signs of increased fluid in the gut during 
dumping symptoms. All these investigators used a 50% 
glucose solution to produce the symptoms. Such symp- 
toms can be reproduced by hypertonic glucose (Machella 
1949), and there seems no doubt that motor activity is 
increased, perhaps with signs of increased fluid in the gut, 
when symptoms like those of dumping are reproduced in 
this way. We do not know, however, whether the cause 
and mechanism of these symptoms are the same as those of 
the natural dumping attack induced by normal foods. We 
have reproduced the natural dumping attack after certain 
normal foods, and our findings are based on the validity of 
natural phenomena. There is stasis, dilatation, and no 
peristalsis in the gastric remnant, duodenum, and jejunum 
during the natural dumping attack that follows certain 
normal foods. There is no evidence of increased fluid in 
the gut. 

Summary 

Dumping attacks after subtotal gastrectomy may be 
brought on by eating specific foods—milk, milk puddings, 
eggs, fatty foods, chocolates, and pastries. The outstand- 
ing symptoms of an attack are profound weakness and a 
feeling of light-headedness. A severe attack may totally 
incapacitate the patient. Walking, especially in a warm 
atmosphere, and taking foods that are hot, increases the 
severity of the attack. 


Radiological examination during attacks shows stasis, 
dilatation and no peristalsis, in the gastric remnant, 
duodenum, and jejunum. The appearance and disap- 
pearance of these changes coincided with the start and 
finish of the attack. The worse the attack, the more 
striking were these changes. 


Those workers who used 50% glucose solutions to 
reproduce symptoms like those of dumping, suggested that 
hyperperistalsis is present in a natural dumping attack. 
Our findings were quite unexpected, and demonstrate the 
importance of investigating the natural dumping attack 
that follows normal food. 


It is a pleasure to record our thanks to Dr. J. Blair Hartley and to 
Dr. J. F. Doherty for carrying out the radiological examinations, and 
to the South Manchester Hospital Management Committee for 
ial assistance. 
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INTRINSIC FACTOR ANTIBODY 
IN SERUM FROM PATIENTS WITH 
PERNICIOUS ANAEMIA 


MICHAEL SCHWARTZ 
M.D. Copenhagen 
MEDICAL DEPARTMENT B AND CENTRAL LABORATORY, 
BISPEBJERG HOSPITAL, COPENHAGEN, DENMARK * 


ANTIBODY to Castle’s intrinsic factor (1.F.) was demon- 
strated in 1958 by Taylor and Morton in serum from 
rabbits immunised with either hog or human 1.F. The 
antibody, or at any rate an I.F.-inhibiting substance, was 
demonstrated in fecal-excretion experiments on patients 
with pernicious anemia in whom immune serum from 
the rabbits inhibited the effect of 1F., both hog and 
human. 

Faced with the problem of acquired resistance to I.F. 
in patients with pernicious anzmia treated orally, I 
looked for 1.F. antibody and found it in serum from 
several of these patients (Schwartz 1958). At the same 
time, this I.F.-inhibiting substance alone could not explain 
the acquired resistance to I.F., since the I.F. antibody was 
also present in patients with pernicious anemia treated 
by mouth, who did not have intestinal block. 

The presence of an 1.F.-inhibiting substance (antibody) 
in the serum of patients with orally treated pernicious 
anzmia has been confirmed by Lowenstein et al. (1958) 
and by Berlin (1959). Most recently, Taylor (1959) has 
found 1.F. antibody in 9 out of 19 patients either treated 
by parenteral administration, or else untreated. 

During the past 2 years, I have examined a large 
number of sera for I.F. antibody. These sera were 
obtained from patients with pernicious anemia, and from 
normal subjects. In addition, investigations have been 
made to elucidate the nature and mode of action of the 
presumed antibody. 

Methods 

The methods used were essentially the same as reported 
earlier (Schwartz 1958). 

58Co vitamin B,. was used in most investigations. All the 
hog pyloric mucosa was from the same batch. The Schilling 
(urinary excretion) test was used throughout. 0:5 ug. °*Co-Bi, 
was administered by mouth and, 1?/, hours later, 1 mg. 
unlabelled B,, intramuscularly. The test for antibody against 


* Present address: Medical Department F, Copenhagen County Hospital, 
Glostrup, Denmark. 
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Fig. 1—Urinary excretion in four Schilling tests in a patient with 
pernicious anzmia: 
(1) Without 1.F., (2) with 1.F. (100 mg. hog pyloric mucosa), (3) 
with 1.F. plus 50 ml. serum with 1.F. antibody, and (4) with 1.F. plus 
50 ml. normal serum. Dotted line = lower limit of normal. 


OBSERVED 
between 
tion and 
ological 
Nation of 
1g attacks 
ears) 
4 
4 
4 
4 
3 a 
7 
shoemaker 
d chronic 
| 
| 
a 


1264 DECEMBER 10, 1960 ORIGINAL ARTICLES THE LANCET 
58 “Be a a 
58 or 60 
S80r60, _ Co-Byz + LF. b 
& Co-Bi2t LF. b | 30 | 
x 
s 
20+ 
2 
8 ? + LF + SO mi. serum 
30+ Co-Bi2tl.F serum 
© 
8 
8 4 
| | | 
1 3.5 7 9 Ml 13 15 17 19 2123 2527 29 31 33 35 37 39 


PATIENT 


Fig. 2—Urinary excretion in Schilling test: : 

(a) Without 1.F., (6) with 100 mg. hog pyloric mucosa, and (c) with 
100 mg. hog pyloric mucosa plus 50 ml. serum from 39 patients with 
pernicious anemia treated orally with vitamin B,,, plus hog pyloric 
mucosa. Figures are percentages of administered **Co-B,, or 
5°Co-B,, excreted in 24 hours. 


1.F. was carried out by mixing 100 mg. hog pyloric mucosa 
with a small amount of water, and then with 50 ml. serum at 
room temperature. 10 minutes later the mixture was given 
orally with the test dose of °*Co-B,,. Fig. 1 shows the standard 
procedure and the result of the urinary excretion tests (U.E.T.) 
using a serum with, and a serum without, I.F. antibody. 


Results 

The object was to find an explanation of the iatrogenic 
block in vitamin-B,, absorption which often occurs in long- 
term treatment with oral preparations of vitamin B,,. plus 
hog pyloric mucosa (‘ Bendogen ’, ‘ Cycoplex ’) (Schwartz et 
al. 1957, 1958, Killander 1957, Lowenstein et al. 1957, Stokes 
and Pitney 1958). 1.F. antibody was found in the preliminary 
study (Schwartz 1958), and in a larger series this finding was 
confirmed. Fig. 2 gives the result of looking for 1.F. antibody 
in 39 patients treated by mouth with preparations of vitamin B,, 
plus hog pyloric mucosa for more than a year. It will be seen 
that I.F. antibody was found in more than half the patients, 
often in such quantity that the effect of 100 mg. hog pyloric 
mucosa was abolished. 

In serum from normal persons, such an 1.F.-inhibiting 
action could not be detected. Fig. 3 gives the result of the 
study in 39 normal persons in none of whom did the adminis- 
tration of 50 ml. serum affect the I.F. activity. 

It has already been shown (Schwartz et al. 1958) that 
pernicious-anemia patients treated orally by crude stomach 
preparations either acquired no resistance to hog I.F., or else 
did so to a slight extent only. Sera from a group of patients 
treated (often for decades) exclusively by this method, proved 
to contain I.F. antibody about as often as sera from patients 
treated with vitamin B,, plus hog pyloric mucosa (fig. 4). A 
feature common to these two groups is that for years they have 
been receiving heterologous I.F. 
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Fig. 3—Urinary excretion in Schilling test: 

(a) Without 1.F., (6) with 100 mg. hog pyloric mucosa, and (c) with 
100 mg. hog pyloric mucosa plus 50 ml. serum from 39 normal 
persons. Figures are percentages of administered °*Co-B,, excreted 
in 24 hours. 


58 or60 


% 


Co -Byz/ excreted in 24 hr. 


10 


30F 


LF. 


b 


i 


58or60 


4 


c 


7 


3 
PATIENT N2 


13 


Fig. 4—Urinary excretion in Schilling test: 
(a) Without 1.F., (6) with 100 mg. hog pyloric mucosa, and (0) 
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were studied. LF. 
antibody was found 
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had been treated 
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ml.) of serum used 
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chosen arbitrarily. 
The technique 


with 100 mg. hog pyloric mucosa plus 50 ml. serum from 14 patients 
with pernicious anemia treated orally with a crude stomach prepara 
tion. Figures are percentages of administered **Co-B,., or °°Co-By: 
excreted in 24 hours. 
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Fig. 5—Urinary excretion in Schilling test: 

(a) Without 1.F., (6) with 100 mg. hog pyloric mucosa, and (c) 
with 100 mg. pyloric mucosa plus 50 ml. serum from 33 patients with 
untreated pernicious anemia. Figures are percentages of adminis- 
tered °*Co-B,, or °°Co-B,, excreted in 24 hours. 


allows, to some extent, titration of the quantity of antibody, the 
amount of I.F. (antigen) being kept constant, and the amount 
of serum (antibody) varied. 

Fig. 6 shows such a titration, using serum from 3 different 
patients. 5 ml. of the most active serum contained sufficient 
antibody to abolish the effect of 100 mg. hog pyloric mucosa, 
which normally affords an almost maximal absorption effect. 
The middle curve shows the 1.F.-inhibiting activity of a serum 
ina case where the patient (with untreated pernicious anemia) 
served as the test subject. 

Hog 1.F. had been used in all the experiments so far described 
but the 1.F. antibody evidently acts upon 1.F. from other animal 
species, 

Fig. 7 presents the result of experiments, using I.F. of human 
origin (desiccated, degreased, crude fundus of a human 
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a With 100 mg. hog pyloric mucosa plus varying amounts of 
3 r 7 serum from 3 pernicious anemia patients with 1.F. antibody. Each 
R curve represents 1 patient. Figures are percentages of administered 
20F 7 *°Co-B,, excreted in 24 hours. 
stomach), showing that the I.F. antibody acts upon human LF. 
As is apparent from fig. 8, it also inhibits rat I.F. 
7 ‘ The 1.F. antibody is also effective against human 1.F. in vivo. 
__ ag all Fig. 9 shows 2 patients, both of whom had normal B,, absorp- 
0 e r tion, one with achlorhydria and the other without. In the 


achlorhydric patient, the 1.F. antibody was active against hog I.F. 
and there was as well an almost complete inhibition of the 
patient’s own 1.F. In the patient with free hydrochloric acid 
in the stomach, the 1.F. antibody was evidently inactive. 
Discussion 

It was soon fairly evident that the 1.F. antibody did 
not account for the treatment induced block in intestinal 
absorption, if only because no correlation could be found 
between blockade and presence of antibody. However 
attractive this hypothesis might be, it seems to have been 
completely disproved by the finding that the antibody is 
not species-specific and that it may be present also in 
untreated pernicious anemia. 

There are several good reasons for assuming that we 
are dealing with a true antibody of immune nature: 

1. Taylor (1958) found that IF. possessed antigenic 
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Fig. 7—Urinary excretion in Schilling test: 

(1) Without 1.F., (2) with 100 mg. hog pyloric mucosa, (3) with 100 
mg. hog pyloric mucosa plus 50 ml. serum with 1.F. antibody, (4) with 
human 1.F. (300 mg. desiccated human fundus), and (5) with human 
LF. plus 50 ml. serum with 1.F. antibody. (5a—repeat of 5.) F 
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Fig. 8—Urinary excretion in Schilling test: 
(1) Without 1.F., (2) with hog 1.F. (100 mg. hog pyloric mucosa), 

(3) with rat 1.F. (50 ml. rat gastric juice), and (4) with rat 1.F. plus 

10 ml. serum from patient with 1.F. antibody. Figures are per- 

centages of administered °*Co-B,, excreted in 24 hours. 
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Fig. 9—Urinary excretion in Schilling test in 2 patients without 
pernicious anzmia: 

(1) Without 1.F., (2) with hog 1.F., (3) with hog 1.F. plus 10 ml. 
serum with I.F. antibody, and (4) with 10 ml..serum only (patient 
with achlorhydria). Figures are percentages of administered 
*°Co-B,, excreted in 24 hours. 


properties, since rabbits could be immunised by I.F., producing 
an antibody abolishing its most characteristic property— 
namely, the ability to promote the absorption of vitamin By». 

2. The active factor in serum possessing 1.F.-inhibiting 
action is localised to the globulin fraction as might be expected 
of an antibody (fig. 10). 

3. Hydrocortisone treatment of patients with 1.F. antibody 
in the serum may result in disappearance of the antibody— 
at least temporarily (Taylor 1959). This disappearance of the 
antibody-content during treatment with a corticosteroid 
strongly implies that it is an antibody of immune nature. 

The demonstration in vitro of a reaction between the 
hypothetical antibody and the corresponding antigen 
(1.F.) would be an even more cogent argument that the 
substance is a true antibody. 

Some of my sera with 1.F. antibody, as shown by the 
method I have described, were investigated by Taylor 
with Coon’s technique using fluorescein labelling of the 


s ®& 


% “Co excreted in 24 Ar. 
w 


1 2 K. 4 > 6 
Fig. 10—Urinary excretion in Schilling test: 

(1) Without 1.F., (2) with 100 mg. hog 1.F., (3) with 20 ml. serum 
with 1.F. antibody, and with proteins in serum—total (4), and 
separated into albumin (5) and globulin (6) fractions. Figures are 
percentages of administered ®°Co-B,, excreted in 24 hours. 


from rabbits im- 
metnised with hog 
1.F., and in the 
sera of some patients with pernicious anemia, orally 
treated, and refractory to hog I.F. preparations. 

By a modified Boyden technique, Latner (1959) studied 
a number of sera from patients with pernicious anemia, 
He states that the results were highly suggestive, but 
does not give further details. Using his tanned-red-cell 
(T.R.C.) technique, Boyden examined several sera from 
my patients. Out of 42 sera studied by my technique as 
well as his own, 28 gave the same result with both methods 
(14 being positive and 14 negative), but in 14 instances the 
two methods gave different results. Those sera which 
gave the higher titre with the U.E.T. method also gave a 
stronger positive reaction with Boyden’s T.R.c. technique. 
These investigations are being continued. 

The result of these various demonstrations, in vitro, of 
1.F. antibody must be taken as an indication that it is of 


per cent. of the original was measured, 


Acceptor 


Normal absorption of vitamin-Biz 


Anti-LF. Acceptor 


Anti-IF| 


Hypothetic effect of I.F antibody on absorption of vitamin-By 


Fig. 12—Absorption of vitamin B,,—normal, and in presence of 
LF. antibody. 
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‘ue immune nature. s80r60r) g, a unknown reason) and then reacting with the I.F.-producing 
Improvements in the sc: ‘afahainnentememeintatetametaarisia + cells, must so far be pure speculation. Recently, Siurala 
J} red-cell agglutination jet al. (1960) demonstrated major or minor 1.F. deficiency 
|} methods would be ex- i | ail ] ina group of patients with severe atrophic gastritis. They 
tremely helpful in the o}=-ii & it emphasise that clinically some of these patients cannot 
continued studies. 30} S80r60, be distinguished from those with pernicious anzmia. 
Byject of the ILF. P asi Investigations of sera from such patients for 1.F. antibody 
Antibody < would be of great interest. 
nite aff N A deficiency of 1.F. is often found after partial gastrec- 
of the LF. antibody is aS tomy (Lous and Schwartz 1959). In such cases, the 1.F. 
obscure, since the 3 7 deficiency is usually iatrogenic, and, theoretically, the 
eode of action of the 3 10 4-}-§-1-1-]-]-[-] 4 patients should seldom if ever have any LF. antibody. 
op teseif has not been x Studying 11 patients with LF. deficiency after partial 
definitely elucidated. | gastrectomy, I did not find LF. antibody in any case 
Possibly, further Qo an (fig. 13), but no definite conclusion can be drawn until 
tsowiedge of the 12. sol soni. a larger number of sera have been studied. 
may be obtained ¢ j c Summary 
- Ow through the antibody. § Sera from 91 patients with pernicious anemia were 
ot We know that LF. is x 207 + studied for antibody to intrinsic factor (1.F.). This 
dy. Each | necessary: for trans~- q | antibody was found in 36 patients, mainly those treated 
$ against porting vitamin B,, in orally for some time, and also in several patients with 
sufficient amounts untreated pernicious anemia. Sera from 39 normal 
; from the intestinal | | persons did not contain 1.F. antibody. 
lumen to the intestinal The antibody is not species-specific, because it acts 
wall (and possibly far- as ">, Upon 1.F. from man, hog, and rat. It does not appear to 
iow t is a true antibody, sed to the glo Traction 
vitamin B,, is effected ig tie ceo eS ae serum, and it is demonstrable in vitro. It seems 


or 


by the I.F. is unknown, 
but it is assumed that 
the mucosa of the 
small intestine posses- 
ses a specific acceptor 
capable of “‘ catching ” 
B,, plus 1.F. (Glass et. 
al, 1954). 

All 1.F. preparations possess a marked B,,-binding 


(a) Without 1.F., (6) with 100 mg. 
hog pyloric mucosa, and (c) with 100 
mg. hog pyloric mucosa plus 50 ml. 
serum from 11 patients with partial 
gastrectomy and defective I.F. produc- 
tion. Figures are percentages of 
administered **Co-B,, or ‘%Co-B,, 
excreted in 24 hours. 


be seen that in vitro the antibody does not prevent the 
binding between B,, and 1.F., and that it is not itself 
bound to B,,. The second—namely, that the I.F. antibody 
prevents 1.F. plus B,, from reacting with the specific 
acceptor of the small intestine—is more probable. In 
fig. 12 an attempt is made to illustrate this graphically. 


Pernicious Anemia as an Autoimmune Disease 

Since the antibody to 1.F. is demonstrable in the blood 
of patients with untreated pernicious anemia, it probably 
arises from autoimmunisation. Pernicious anemia, in 
some cases at least, may be an autoimmune disease, as 
suggested by Taylor (1959). The reason the antibody is 
much more common in patients with pernicious anzmia, 
treated orally for some length of time, than in untreated 
patients could be that the long-term treatment with 1.F. 


to be directed against that part of the 1.F. molecule which 
is necessary for B,, absorption. 

The antibody may be characterised as an autoimmune 
substance, and so there is a possibility that pernicious 
anzmia may, in some cases, be an autoimmune disease. 


I wish to thank Dr. S. Boyden, Tuberculosis Immunisation 
Research Centre, Copenhagen, for performing tests for antibody 
with tanned red cells, and Mrs. B. Moller Petersen for valuable 
technical help. The hog pyloric mucosa was supplied by Meco- 
Dumex, Ltd., Copenhagen 

This work was supported ~ =~ from Statens Videnskabsfond, 


property. Preparations possessing I.F. activity without 
B,,-binding properties are not known. University of Copenhagen, and King Christian X’s Fund. 

The effect of the 1.F. antibody might be directed either _ - 
towards the binding between B,, and I.F., or towards the Berlin, R. (1959) P 1 Pc ne. o a . 
binding between the combined product B,, plus I.F. and —_Gilass, G. E r yd, L. J., Stephanson, L. (1954) Proc. Soc. exp. Biol., N.Y. 
the (hypothetical) intestinal acceptor. Killander, A. (1957) Lancet, i i, 1041, 

The first possibility is not likely. From fig. 11 it may Latner, A (1959), coe Ng » Shapiro, L., De Leeuw, N., Duftesne, M. 


(1957) Canad. med. Ass. ea 
r, B. A., Brunton, L. Gartha, S. (1958) Personal 

chwartz, ’M. (1959) Acta med. scand. 164, 

-», Lous, = Meulengracht, E. (1957) Lancet, i, 751. 


2 Meule acht, E. (1958) ibid. ii, 1200. 
- (1960) Acta scand, 166, 213. 
Stokes, R. (1958) Brit. med. 
B., Morton, J. A. 1958) Lancet, i, 29. 
1959) ‘bid. ii, 106. 


“* Today we are being confronted with specimens that are 
either ad small . . . or in which the lesions are slight or 
minimal. . . . Under ‘these new conditions it may well be that 
microscopic diagnosis may not have the same degree of validity 
and reliability that it has for the more usual large biopsy 
specimen taken after the disease process has become well 
established . . . it is necessary that we keep clearly in mind the 
chief purpose of doing a biopsy which is to collect as objectively 
as possible the histopathologic evidence of disease and then to 
evaluate this evidence in the light of other evidence available 


about the patient’s illness. Objectivity in making histopatho- 
Wh i pads logic diagnoses and careful and honest correlation with the 
ether the autoimmunisation occurs because of, subsequent clinical course of the patient are proved ways: - 
By } and at the same time as, the destruction of I.F.-producing adding to knowledge that we should not lightly discard. 
» of | ells (by gastritis, for example) or whether autoimmunisa- Prof. W1LLIAM B. WARTMAN, M.D., Arch. intern. Med. 1960, 


tion is primary, the antibody being formed first (for some 
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ASYMPTOMATIC HYPERPARATHYROIDISM 
Mary G. McGEOWN 
M.D., Ph.D. Belf. 
MEDICAL UROLOGIST, DEPARTMENT OF MEDICINE, THE QUEEN’S 
UNIVERSITY OF BELFAST, AND BELFAST CITY HOSPITAL 


C. M. B. FIELD 
M.D. Belf., M.R.C.P.E., D.C.H. 
PADIATRICIAN, BELFAST CITY HOSPITAL 


HYPERPARATHYROIDISM may present itself in many 


clinical guises. This case is recorded because of the 
unusual sequence of events which led to the diagnosis. 
A baby was admitted to hospital with tetany, and because 
of this the mother’s serum-calcium was estimated. She 
was free from symptoms but was found to have hypercal- 
cemia. Eventually, a parathyroid adenoma was removed. 
Hyperparathyroidism in the mother has been diagnosed 
before because of tetany in the baby (Friderichsen 1939, 
Bruce and Strong 1955) but the previous patients differ 
from ours in showing obvious clinical signs of hyperpara- 
thyroidism. 
Methods 

Serum-calcium was determined by the standard method, 
using oxalate precipitation and titration with perman- 
ganate. Each sample of the mother’s blood was determined 
in duplicate. 

Phosphorus was determined by the method of Fiske and 
Subbarow (1925), and creatinine by a modification of the 
method of Peters (1942). Mannitol infusion was carried out as 
described by Fourman et al. (1960). Calcium infusion of 15 
mg. per kg. was done over a four-hour period from 10 A.M. to 
2 P.M. after four days of a low-caicium diet. Four-hourly urine 
collections were made for twenty-four hours before infusion 
(control) and for twenty-four hours afterwards. 


Case-record 
The baby.—A full-term boy, weighing 9 lb. 10 oz., was 
delivered normally, and progressed satisfactorily on artificial 
feeding until the fourth day of life, when twitching of the face 
and limbs began. This gradually increased until, by the sixth 
day, it had become continuous, and he was admitted to hospital. 
Apart from these movements, no other abnormalities could be 


TABLE I--BLOOD-CHEMISTRY OF INFANT 


Alkaline phospha- 
Age Serum-calcium Serum-phosphorus 
tase (King- 
(days) (mg. per 100 ml.) | (mg. per 100 ml.) Armstrong units) 

6 59 

8 72 7 
12 58 
16 65 44 22 
18 78 ae 
25 8-1 10-3 51 
27 85 10-0 25 
33 10:0 79 30 
39 11-0 8-5 29 
49 10-0 43 6 


discovered on clinical examination. He fed well, and had a 
normal cry. Chvostek’s and Trousseau’s signs were negative. 
No albumin or reducing substances were present in the urine; 
the cerebrospinal fluid was normal; the blood-urea was 43 mg. 
per 100 ml., and the serum-calcium 5-9 mg. ; X-rays of the skull 
and hands were normal. 10 ml. of calcium gluconate was 
given intravenously, and this relieved the movements for five 
hours. Intermittent therapy with intravenous calcium gluconate 
was given whenever twitching occurred or the serum-calcium 
fell. After the fourteenth day, effervescent tablets of calcium 
glucono-galacto-gluconate (Sandoz) were given by mouth, the 
dose varying from three to five tablets daily. After thirty-three 
days the dosage was reduced, and was finally stopped when the 
infant was three months old. During the entire time, the infant 
fed well, gained weight, and appeared bright and alert. Serum- 


calcium, serum phosphorus, and alkaline-phosphatase values 
are given in table I. 

The mother.—A multipara, aged 28, was completely free from 
symptoms, and had never suffered from symptoms referable to 
the urinary tract or to the skeleton. She was energetic and haq 
an excellent appetite. She did not suffer from any form of 
dyspepsia, and was not constipated. During the recey 
pregnancy, she had severe nausea and vomiting from the fourth 
to the twentieth week, although during her previous three 
pregnancies she had had only slight morning nausea from the 
fourth to the twelfth week. At the thirty-sixth week she was 
severely anemic and the hemoglobin rapidly fell to 42% (6-1 g 
per 100 ml.). The red cell count was 2-7 million per c.mm. at this 
time. The blood-film was said to show a normocytic, hypochro- 
mic anzmia, but later megaloblasts were found in the “ buffy” 
layer. Bone-marrow showed megaloblastic erythropoiesis. The 
anzmia was treated with transfusions of packed cells, ‘ Fer. 
rivenin ’, and folic acid. During the last four weeks of the 
pregnancy she again had severe vomiting. 

Three weeks after delivery, she appeared perfectly healthy, 
She was not anemic, and there was no abnormality in the 


TABLE II—BLOOD-CHEMISTRY OF MOTHER 


- 
Serum-calcium | Serum-phosphorus| Urine-calcium 


Date (mg. per 100 ml.) | (mg. per 100 ml.) | (mg. per 24 hours) 

Nov. 2, 1959 10-7 25 ‘a 
Nov. 16 12:1 2:7 

‘ov. 23 “0 és 48 (normal diet) 
Feb. 12, 1960 12:2 3-4 “a 
April 13 14-6 25 ae 
April 17 63 (low-calcium 

diet) 

April 19 115 3-0 
April 24* 10-0 39 
June 10* 1 31 


* After operation. 


skeletal system. The kidneys were palpable, but not tender, 
The only abnormality was that the blood-pressure was raised— 
160/95 mm. Hg. 

X-rays of the urinary tracts did not show any calcification, 
and there was no abnormality in X-rays of skull and hands. 
Hemoglobin was 15-9 g. per 100 ml., hematocrit value was 
48%, and the mean corpuscular hemoglobin concentration was 
33%. On her first visit, the serum-calcium was 10-8 mg. per 
100 ml. but the serum-phosphorus was 2:5 mg. per 100 ml. 
On all subsequent occasions the serum-calcium was raised 
(table 11). The serum-proteins were 6-2 g. per 100 ml. witha 
normal electrophoretic pattern. The alkaline phosphatase was 
11-5 King-Armstrong units. Three weeks after delivery, the 
urinary excretion of calcium was low on a normal diet and it was 
also in the low normal range five months later on low-calcium 
intake (150 mg. per twenty-four hours). The blood-urea was 
38 mg. per 100 ml. and the glomerular filtration-rate was 70 
ml. per min. (clearance of endogenous creatinine). The ratio of 
the clearances of phosphate and creatinine, after four days on 
the low-calcium diet and in the fasting state, was 0-05 ata 
serum-phosphorus level of 3-0 mg. per 100 ml. This is within 
the normal range (McGeown 1957), and the phosphate- 
excretion index (Nordin and Fraser 1960) was +0-046—also 
within the normal range. The response to intravenous infusion 
of calcium was also normal, the serum-phosphorus rising to 
1-1 mg. per 100 ml. and there being a fall (82%) in urinary excre- 
tion of phosphate compared with the control day. The urine 
osmolality under conditions of dehydration rose to 10% 
milliosmoles per litre, and in response to mannitol infusion it 
fell to 610 milliosmoles per litre (normal), After loading with 
ammonium chloride (0-1 g. per kg.), the urine-pH fell to 53. 

At operation, the left upper parathyroid gland was large and 
reddish. It was removed, and was found to measure 1-8 x 1:1 
0-3 cm. The right and left lower parathyroids both appeared 
to be normal, but the right upper one could not be identified 
despite a careful search. Histologically, the left upper para 
thyroid was an adenoma, largely composed of chief cells, 
with a tendency to form acini. 
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Convalescence was uneventful. Four days after parathyroid- 
ectomy, the serum-calcium was 10-0 mg. per 100 ml. and the 
serum-phosphorus was 3-9 mg. The blood-pressure was 
153/80 mm. Hg. 


Discussion 

There are several features of interest in this case. The 
hyperparathyroidism was diagnosed before there were 
either renal calculi or detectable bone changes. The 
previously reported patients both had bone changes and 
renal calculi. In Friderichsen’s (1939) patient, as in ours, 
the finding of tetany in the infant led to investigation of 
the mother. The child reported by Bruce and Strong 
(1955) showed symptoms at the age of 1 year, and the 
diagnosis of hyperparathyroidism was made at 3'/,. When 
the child was 6, hyperparathyroidism was recognised in 
the mother. Both the previously reported infants..were 
breast-fed and did not develop tetany until some time after 
weaning. Our infant was bottle-fed from birth, and tetany 
was apparent on the fourth day. 

The patient’s feeling of wellbeing despite a considerable 
elevation of the serum-calcium level was an unusual 
feature. The nausea and vomiting during the last preg- 
nancy was probably due to the hypercalcamia, as she had 
experienced only slight morning nausea during her 
previous three pregnancies, and it is our impression that 
women usually follow the same pattern of gastrointestinal 
symptoms in successive pregnancies. The baby’s alkaline 
phosphatase was somewhat high even for the neonatal 
period, which suggests that its skeleton had been subjected 
to the action of the mother’s excessive circulating para- 
thyroid hormone. A pregnancy two years earlier had been 
completely normal, without vomiting or anemia; this is 
presumptive evidence that hyperparathyroidism had not 
been present then. The relatively brief duration of the 
hyperparathyroidism probably explains the absence of 
both renal calculi and bone changes. 

The level of the mother’s serum-calcium was normal 
when she was first seen, although it was afterwards always 
elevated. Many patients with hyperparathyroidism have 
anormal serum-calcium from time to time, interspersed 
with elevated values (McGeown and Morrison 1959). One 
normal value for the serum-calcium is never sufficient to 
exclude hyperparathyroidism if there are clinical grounds 
for suspecting it. The serum-phosphorus also usually 
fluctuates, as it did in this patient. The urinary calcium 
was not elevated on either of the occasions when it was 
estimated, although there was only minor impairment of 
renal function. 

Since various measures of urinary phosphate excretion 
are widely used to assess parathyroid function, it is 
interesting that the ratio of the clearances of phosphate and 
creatinine was normal for the level of the serum-phos- 
phorus, as was the phosphate-excretion index (Nordin and 
Fraser 1960). "The response to intravenous infusion of 
calcium also followed the normal pattern. Fourman et al. 
(1960) have suggested that tests of renal tubular function 
may have diagnostic value in hyperparathyroidism, but 
this patient behaved normally during osmotic diuresis 
induced by mannitol infusion, and in response to am- 
monium-chloride loading, as have other patients we have 
studied (McGeown 1960). In fact, the more specialised 
tests of parathyroid function were all without value in 
diagnosis in this patient. This has often been our experi- 
ence amongst patients suffering from relatively mild 
hyperparathyroidism of short duration. 


We wish to thank Mr. Ernest Morrison, F.R.C.S.E., who carried out 
the parathyroidectomy. 
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INFLUENCE OF OXYGENATION AND 
DEOXYGENATION ON DISTRIBUTION OF 
INSULIN ACTIVITY AMONG 
BLOOD-PLASMA-PROTEIN FRACTIONS 


D. C. GARDINER 
ASSISTANT, DEPARTMENT OF BIOCHEMISTRY, UNIVERSITY OF CAMBRIDGE 
D. MArRTIN-HERNANDEZ * 
D.Sc. Madrid 
F. G. YOUNG 
M.A. Cantab., D.Sc. Lond., F.R.S. 
PROFESSOR OF BIOCHEMISTRY, UNIVERSITY OF CAMBRIDGE 


THE insulin activity of the blood in the venous drainage 
to the pancreas, measured biologically (rat-diaphragm 
method or rat-adipose-tissue method), is less than that in 
simultaneously sampled arterial blood; and oxygenation 
of blood, either in the lungs or in vitro, can lead to a rise 
in the biologically estimated insulin activity (Young 1959, 
1961). The present investigation was made to determine 
the distribution of insulin activity among fractions of 
plasma-proteins prepared from arterial and venous bloods, 
obtained from animals, or from blood oxygenated or 
deoxygenated in vitro. 


Methods 
Estimation of Insulin Activity 

The method of Randle (1956), involving the use of 
isolated rat diaphragm suspended in the buffer described 
by Gey and Gey (1936), was used. 

In its application to blood-serum or blood-plasma, 0-5 ml. 
and 0-1 ml. samples of the serum or plasma were diluted to 
2-0 ml. with buffer for the estimation of glucose uptake by one 
hemidiaphragm. Otherwise samples—usually 2 mg.—of 
freeze-dried fractions from plasma-protein fractions were 
dissolved in 2 ml. of buffer, and the influence on the glucose 
uptake of isolated rat hemidiaphragms was determined in the 
usual way. 


Blood 

In some instances samples of arterial and venous blood were 
withdrawn almost simultaneously from anesthetised (pento- 
barbitone) animals through polyethylene catheters into cen- 
trifuge pots containing paraffin oil. In experiments in which 
the plasma was to be fractionated, the centrifuge pots also 
contained citrate as an anticoagulant, but no anticoagulant was 
used where estimations were to be carried out on unfrac- 
tionated serum. 

In other instances blood was obtained from the slaughter- 
house, either defibrinated or treated with citrate as an anti- 
coagulant. Samples of the same lot of blood were oxygenated 
or deoxygenated in vitro by bubbling through them a mixture 
of 95% oxygen with 5°, carbon dioxide, or 95%, nitrogen with 
5% carbon dioxide, as described by Young (1961). 


Fractionation of Blood-plasma 

Fresh citrated plasma, or, in a few instances, defibrinated 
serum, was fractionated by the method of Lever et al. (1951), 
which involves separation by precipitation with ethanol at 
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Fig. 1—Activity in rat-diaphragm test of protein fractions prepared 
from serum from deoxygenated pig blood (vertically hatched 
columns) and oxygenated pig blood (horizontally hatched columns) 
by the method of Lever et al. (1951). 

Fraction A= fractions 1+111 of Lever et al. 

Fraction B=fraction 11 (‘y-globulins) of Lever et al. 

Fraction c=fractions 1v+v (albumins &c.) of Lever et al. 

Fraction D=fraction vi of Lever et al. 

An average of 1 mg. per ml. of buffer/hemidiaphragm of each 
fraction was used in the tests, and the columns represent mean values 
for 16-24 rats. 


—5°C under controlled conditions. Dialysed solutions of the 
separated fractions were freeze-dried and stored at low 
temperature for subsequent insulin assay. Four main fractions 
are obtained in this way—designated fractions A, B, C, and D for 
the purposes of the present investigation. According to Lever 
et al. (1951), the fraction we designate a (=their fractions 1+ 111) 
contains §,-lipoproteins, @,-lipid-poor euglobulins, and other 
globulin-like proteins. Our fraction B (=their fraction 1) 
consists of y-globulins; our fraction c (=their fractions Iv+v) 
contains serum-albumins, and some «,-glycoproteins and «,- 
lipoproteins ; while our fraction D (=their fraction v1) contains 
traces of albumins and of small proteins in general. 

In our hands, fraction A amounts to about 15% of the total 
material recovered after fractionation. Similar amounts of 
fraction B (y-globulins) are obtained, while the fraction c 
(largely serum-albumins) amounts to about 60% of the total 
recovered. We find that fraction D varies in amount, but 
averages about 10% of the total recovered. 


Results 

Fig. 1 shows the mean results for all four fractions from 
oxygenated and deoxygenated pig blood-plasma. 

The y-globulins (fraction B) from the oxygenated blood 
contain more than twice as much insulin activity as those 
from deoxygenated blood, the difference being highly 
significant (Pp <0-01). A smaller difference is also seen 
with the albumin fraction (fraction c), though this differ- 
ence is not statistically significant on the basis of the 
number of experiments done. Differences in the opposite 
direction, though not significant statistically, are seen with 
fractions A and D. 

With blood from other species examined (human, dog, 
rabbit) the general pattern of differences between the 
fractions from oxygenated and deoxygenated bloods is 
similar, although variations are seen from one individual 
blood sample to another. 

Fig. 2 shows the results found with individual samples 
of the y-globulins (fraction B) of blood from human beings 
and from dogs. Though differences occur between the 
absolute results for the different samples, the y-globulins 
from oxygenated blood all contain more insulin activity 


Fig. 2—Activity in rat-diaphragm test of y-globulins prepared from 
deoxygenated or venous blood (vertically hatched columns), and 
from oxygenated or arterial blood (horizontally hatched columns), 
H,=human blood. Sample 1. 

H,=human blood. Sample 2. 

D,=dog blood. Sample 1. 

D,=dog blood. Sample 2. 

1 mg. per ml. of buffer/hemidiaphragm of each fraction was used, 
and the columns represent the mean values for 4-8 rats. 


than those from deoxygenated blood. In every instance 
the difference was statistically significant (P <0-05). With 
one sample of human blood and one of dog blood, the 
y-globulins from the deoxygenated sample exerted, not 
an insulin-like action, but an action which depressed the 
glucose uptake of the isolated rat diaphragm—that is, it 
possessed an insulin-inhibitory action. 


As is shown in fig. 1, the albumin fraction (fraction ¢) 
from deoxygenated pig blood also exerted an insulin- 
inhibitory action, as opposed to the insulin-like activity of 
the albumin fraction from arterial blood. Although this 
difference is not statistically significant on the basis of 
the number of experiments we have carried out, an 
inhibitory action of albumin from deoxygenated or 
venous blood of the species we have examined has been 
consistently found in our experiments. This may be of 
physiological importance, despite the smallness of the 
effect seen, because of the magnitude of the albumin 
fraction. 


The curious result with fraction D (fig. 1) is also repeat- 
able with the samples of plasma we have examined so far; 
the effect is small, and the amount of fraction D variable, 
and we have insufficient data yet to assess the possible 
significance of these findings. 


In preliminary results with dog (greyhound) blood 
obtained from the anzsthetised animal we have, with 
samples from four different animals, obtained a reversed 
dose-response curve with unfractionated serum from both 
oxygenated and deoxygenated blood. That is to say, the 
effect of 0:5 ml. of serum (diluted to 2 ml. with buffer) on 
the glucose uptake of isolated rat diaphragm is less than 
that of 0-1 ml. (diluted with buffer to 2 ml.). Such an 
effect may be related to the action of insulin antagonists 
of the type described by Vallance-Owen (1960). Whether 
this observation is peculiar to the greyhound is a matter for 
further investigation; but it is true that, despite the 
anomalous dose-response relationship for the unfrac- 
tionated serum, the difference between venous and 
arterial blood serum described by Young (1961) is still 
seen. 
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Discussion 

The results obtained with the fractions of plasma- 
proteins agree with the observation of Young (1959, 1961) 
that an important change occurs in the insulin-like 
activity of serum or plasma when blood passes through 
the lungs or is otherwise oxygenated, the process being 
largely reversed when the blood becomes deoxygenated 
by passage through the tissues or otherwise. The observa- 
tions with plasma-protein fractions so far recorded 

t that the most important change occurs in the 
y-globulin fraction (fraction B) and is such that oxygena- 
tion of the blood greatly increases the insulin-activity of 
the y-globulins, in some instances converting a significant 
inhibitory action on isolated diaphragm to a substantial 
insulin-like activity. Quantitatively, the changes in the 
y-globulin fraction probably contribute most to the total 
result seen with diluted whole serum or plasma (cf. Young 
1961), but the contribution of the other fractions cannot 
be ignored. As yet no attempt has been made to compare 
the integrated activities of the various fractions with that 
of the whole plasma, but with the reversal of the normal 
dose-response relationship seen with blood-serum of the 
greyhounds, examined under the conditions described by 
Randle (1956) for the assay of plasma-insulin activity, the 
dose-response relationships for the separated fractions 
merit more investigation than has so far been possible. In 
general, preliminary investigations suggest that the 
differences between the activities of y-globulin fractions 
from oxygenated and deoxygenated bloods do not greatly 
vary with the amount of the fraction tested, provided that 
adose is tested which is large enough to have a significant 
effect on isolated diaphragm. 

Most of the experiments described here have been 
carried out with blood oxygenated or deoxygenated in 
vitro, but similar results were seen with blood obtained 
in a naturally arterial or venous state. For example, 
experiment D, (fig. 2) was one carried out with naturally 
arterial and venous bloods. 

Young (1961) was cautious in ascribing the results with 
serum or plasma to the action of insulin itself, but the 
present experiments have largely been carried out with 
2 mg. of the fractionated plasma-proteins dissolved in 
2 ml. of buffer—conditions in which the non-specific 
effects of plasma-proteins are likely to be very slight. 
Young (1961) recorded negative results for experiments 
designed to reveal an enhancement or diminution of 
activity of insulin added to blood which is then oxygenated 
or deoxygenated in vitro. Such negative results, combined 
with the observation of the substantial inhibitory activity 
in the diaphragm test of some y-globulin fractions from 
deoxygenated blood, suggest that the oxygenation and 
deoxygenation of the blood may be exerted on the activity 
of insulin inhibitors or antagonists rather than on insulin 
itself, though no final conclusion about this can yet be 
drawn. The distribution of such inhibitors or antagonists 
among the plasma-proteins may also be influenced. 

As recorded by Young (1961), oxygenation and deoxy- 
genation of separated plasma or serum under conditions 
similar to those used for whole blood exert no significant 
effect on the insulin activity of the plasma or serum, and 
the effect of oxygenation appears to depend on the presence 
of the cellular components of the blood, most probably the 
erythrocytes. 

The possible physiological implication of these results 
was discussed by Young (1961), and, although the present 
findings do not extend the scope of such considerations, 


they do reinforce them. From a practical point of view it 
seems unwise to regard venous blood as similar to arterial 
blood for the purposes of any biological (or, indeed, non- 
biological) assay of blood constituents until evidence is 
available that such an assumption is justified. The possible 
role of the lungs in altering the biological activity of 
constituents of the blood-plasma clearly merits further 
research. With respect to the assay of insulin activity in 
blood-plasma by biological means, the differences in 
results for whole plasma between different laboratories, 
and the similar differences in the results for separated 
fractions of plasma-proteins (Randle and Taylor 1960) 
might well be influenced by whether or not samples of 
venous blood have become oxygenated during the 
preparation of plasma or serum. Again, further investiga- 
tion is needed to throw light on this question. 


Summary 

The observation of Young (1961) that plasma or serum 
from arterial blood, or from blood oxygenated in vitro, 
exerts a greater insulin-like activity on isolated rat dia- 
phragm than does plasma or serum from comparable 
venous blood, or blood deoxygenated in vitro, has been 
extended by an examination of the insulin activity of 
separated plasma-protein fraction. 

In the y-globulin fraction from arterial or oxygenated 
blood, prepared by the method of Lever et al. (1951), 
significantly greater insulin activity was found than in 
a similar fraction from comparable venous or deoxy- 
genated blood. 

The albumin fraction prepared by the method of Lever 
et al. (1951) showed qualitatively similar, but not statisti- 
cally significant, differences. Differences between other 
fractions were also observed, but these also were not 
statistically significant on the basis of the number of 
experiments performed. 

The increase in insulin activity of the blood-plasma 
which results from oxygenation of the blood is therefore 
associated with an alteration in the distribution of insulin 
activity among plasma-protein fractions. In particular, the 
insulin activity of the y-globulin fraction is raised. The 
possibility is discussed that oxygenation of the blood 
causes a reversible depression in the activity of insulin 
inhibitors or antagonists present in plasma proteins, as 
well as a possible redistribution of them among the protein 
fractions. Other mechanisms clearly may play a part. Such 
a postulated depression in activity of insulin inhibitors or 
antagonists would be reversed when blood passes naturally 
from the arterial to the venous state, or is deoxygenated in 
vitro. 

Possibly the lungs not only oxygenate the blood passing 
through them but also alter the biological activity of some 
of the constituents of the blood-plasma, of which insulin 
is one. 

We thank the British Diabetic Association for a grant for expenses 
which made this research possible. We are indebted to Dr. R. S. 
Comline, department of physiology, University of Cambridge, for 
obtaining blood samples from animals under carefully controlled 
conditions on our behalf. 
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evidence was not conclusive, it was clear that an investiga- 
tion of the water-supplies would be of great interest, and 
their radioactivity is now being investigated. 

Radioactivity is not necessarily the only factor, and only 
some of the preliminary results are given here, since they 
are of sufficient interest and importance to be described 
separately. 

The objects were to determine whether any of the 
water-supplies contained measurable quantities of radio- 
active material, to identify the source and nature of any 
activity, and, if possible, to make a quantitative assessment. 


Water Sampling 


Collection 
Samples from West Devon sources collected in 5-6-litre 


polyethylene jars—a method chosen for convenience of 
collection and transport but in the light of subsequent 
measurements perhaps not the best method. The first 
step was a crude measurement of any radioactive material 
in the water, preferably without chemical treatment of the 
samples so that later chemical analysis would not be 
prejudiced. Before they were used, all the sample bottles 
were made chemically clean, rinsed in distilled water, and 
tested for radioactivity. 

Samples were taken from drinking-water taps, wells, 
reservoirs, and surface supplies, such as quarry chutes. 
Most sources investigated have recently been replaced by 


* Present address: Department of Nuclear — and Technology, Royal 
Naval College, Greenwich, London, S.E.1 


RADIOASSAY OF 


CHANNEL NUMBER 


Fig. 1—Identification of radon in Devon water, 
Gamma spectrum of Devon water sample 


plied are 
being investi- 


gated. compared with the spectrum of known radon 
Counting standard. There is some drift in position of 
In the peaks due to the necessary long counting 
times (see appendix). 
radioactive 


counting laboratory at Erith, environmental radioactivity 
is measured in preparation for the commissioning and 
operation of nuclear power stations. For the initial 
radioassay of the water samples the existing techniques 
of the laboratory were used, but more sophisticated 
methods are being developed. 

The samples came from Devon by train, and the routine 
counting method was then applied: 

(1) Exterior of the sample bottle washed with inactive water. 

(2) Background count carried out on a large heavily shielded sodium 
iodide crystal using distilled water. 

(3) Apparatus calibration count with radon water or a radium 
solution. 

(4) Sample count with date and time recorded. 
‘ Daily repeat counts where possible (for half-life determination, 

C.). 

Further details are given in the appendix. 
Results 

The estimated specific activities at the time of collection 
of 51 samples and their source (well, tap, reservoir, chute, 
&c.) are given in the table. All samples came from drinking- 
water sources (some now disused or closed) referred to by 
Allen-Price (1960). 


WATER SAMPLES 


| 
ific activity estimated | Specific activity estimated 
Source (tap, well, reservoir, | Speci Source (tap, well; reservoir, | 
Code no. | at time of collection (uuC | Code no. : H at time of collection (uyC 
chute, &c.) and date (1960) | pe per ml. radon + daughters) chute, &c.) and date (1960) | | per ml. =radon + daughters) 
1/1 Town supply (tap) March 9 <0-1 13/3 Reservoir Sept. 21 | 83 
2/1 Spring (reservoir) Pre | 12 | 13 13/4 | Tap May 10 | 85 
2/2 | Reservoir April 6 <01 13/5 | Tap (well) o 0 7-4 
2/3 | Well (tap) May 12 | 08 15/1 | Reservoir Sept. 28 | 2:0 
/ | We | Pump ay 
26 | Spring May 12, <O1 17/1 | Chute Oct. 17 | 06 
/ e <0- | We 
4/1 | Chute April 6 | 5-7 18/1 | Reservoir Sept. 28 20 
4/1 Chute y 4 | 9-8 18/2 | Spring _ May 10 <0-1 
4/2 Spring Aah 6 20 19/1 | Reservoir March 9 8-0 
4/5 Spring Oct. 19 | 03 19/4 | Well ( 3; ) 5-4 
m 
8/1 Reservoir April 5 8-6 21/4 | Pump 2. 3 1-1 
8/1 | Reservoir May5 © 5-4 22/1 | Well Oct. 17 <O1 
8/2 | Spring Sept. 21 0-9 22/2 | Pump May 3 22 
8/3 | Mains water (tap) ae : | <O1 22/3 | Spring (tap) Sept. 26 <01 
9/1 Tap (well tank) Oct. 24 3-0 23/1 | Reservoir (tap) 39 0-2 
| a ept. 
11/1 Tap (spring) Oct. 24 05 26/1 | cee arch <01 
12/2 Reservoir ay 11 <O1 | 
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Fig. 1 shows a gamma spectrum of a typical high- 
activity water sample, and compared with the spectrum of 
a known radon sample. The results of gamma spectro- 
metry and half-life determinations (see appendix) identi- 
fied radon as being at least primarily responsible for the 
gamma activity of the samples. 

Discussion 

These assays of water from West Devon show that 
natural radioactivity varies from less than 0-1 uuC per ml. 
to 13-3 uuC per ml. The same variation in natural radio- 
activity has been noted in other parts of the United King- 
dom. It is still too early to speculate on the exact relation- 
ship between the incidence of cancer and the radioactivity 
of drinking-water; but the variations in activity of water 
reported here are similar to, or greater than, the variations 
in the natural activity of foods recently recorded by 
Turner, Radley, and Mayneord (1958). 

As a precautionary measure all the appreciably radio- 
active water-supplies in West Devon have been cut off and 
replaced by inactive supplies. 

Though it is now clear that some waters are highly 
radioactive in this area where unexpected variations in 
cancer incidence have already been demonstrated, there is 
not yet enough material to allow a satisfactory statistical 
analysis. An intensive integrated programme of measure- 
ments (both of radioactivity and trace elements) is there- 
fore being conducted, together with a social survey. The 
principal aim is to determine the extent of individual and 
hence of population exposure. The whole investigation, 
of which this report is only a facet, is being coordinated by 
Prof. J. S. Mitchell, regius professor of physic in the 
University of Cambridge. 

Summary 

Wide variations in the natural radioactive content of 
water-supplies have been demonstrated in West Devon 
and elsewhere. Unexpected variations in cancer incidence, 
apparently related to water-supplies, have also been 
reported in West Devon. 

An intensive programme of measurement of radio- 
activity and a social survey is now being conducted in 
West Devon to try to define the extent of individual 
exposure in the area to radiation and to any other agents in 
the water, and to relate this exposure to any effects that 
may be produced. 


We should like to thank Dr. E. D. Allen-Price and Miss P. B. 
Fletcher for their invaluable advice and assistance, particularly with 
water-sampling. We are particularly grateful to Professor Mitchell 
for his continued advice, support, and criticism. The social survey is 
being carried out with the generous support of the Joseph Rowntree 
Memorial Trust. Our thanks are also due to L. P. Gorman for 
technical assistance; and to the General Electric Co. Ltd. for per- 
mission to publish measurements made in the laboratory of the medical 
tadiobiology department at Erith, Kent. 
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Appendix 


MEASUREMENT OF RADIOACTIVITY 

Assay of Total Activity, Spectrum Analysis, and Half-life 
Determinations 

Water samples were collected in 5-6 litre polyethylene bottles, 
taking care not to disturb the water, and samples were usually free 
from sediment and debris. The screw caps were sealed tightly, and 
marked with a code number and time and date of collection. They 
were despatched by overnight train, and most of them were received at 
Erith for counting 12 hours later. The outsides of the bottles were 
then washed, rinsed with distilled water, and counted on a gamma 
scintillation counter. 


The apparatus consisted of a 3 in. deep x3 in. diameter sodium 
iodide phosphor or crystal encapsulated in aluminium with a glass 
window (Nuclear Enterprises [G.B.]) and optically coupled to a 
5-in. diameter type EMI 6099 photomultiplier tube (E.M.I. Elec- 
tronics). This assembly was light-tight and was mounted inside a 
cylindrical steel shield, approximately 5 in. thick with an internal 
diameter of 8 in. The crystal was protected with a clean sheet of paper 
and the water sample in the 5-6-litre bottle was placed on top of the 
Phosphor. The photomultiplier was coupled to it by way of a cathode 
follower to a type NE 5202 non-overloading wide-band amplifier 
(Nuclear Enterprises) and E.H.T. was obtained from a type-532 
stabilised power unit (Isotope Developments). The output pulses 
were counted on a type-1009E scaler (Dynatron Radio). Pulse-height 
analysis was carried out on a Marshall 100-channel pulse-height 
analyser (Marshall Cambridge), or on a type-N101 single-channel 
pulse-height analyser (Dynatron Radio). 

For the initial tests the apparatus was calibrated with a solution of 
131] in the 5-6-litre bottles. The iodine gamma-rays were counted at 
an efficiency of about 3% against a background of about 500 counts 
per minute. Many of the water samples tested had high enough 
activities to produce identifiable gamma spectra, and one of these is 
shown in fig. 1. 

The channel width of the spectrometer increases exponentially 
with channel number. The energies of the peaks were checked against 
187Cs and °Co standards, and comparison with published spectra 
suggested that the activity was due to radon and its daughter products. 
Subsequent tests with water containing radon confirmed that this 
element was the principal source of the observed gamma activity, and 
a radon spectrum is superimposed in fig. 1 to illustrate the agreement. 
The duration of the sample count was about 20 minutes, so some drift 
is apparent in the position of the peaks. 

To confirm the presence of radon, 1 mC samples of radon gas in 
glass seeds were obtained from the Radiochemical Centre, Amersham. 
The glass seeds were broken inside a 20 ml. metal and glass syringe 
which was connected to a standard blood-transfusion bottle by punc- 
turing the rubber seal with the syringe. In this way most of the radon 
gas was transferred to the bottle, and after a suitable delay for 
equilibrium to be established, aliquots were removed with a second 
syringe to be diluted in the 5-6-litre bottles. These samples were used 
for the qualitative comparison described above. 

An accurate calibration with these samples proved difficult due to 
(a) the adsorption and absorption, &c., of radon and its daughter pro- 
ducts on the walls of the vessel, and (5) the possibility that some of the 
radon sample was not transferred or not uniformly mixed in the 
standard bottle. 

The geometry of the counting system was tested by (a) diluting a 
1-litre sample in a 5-6-litre bottle in steps of 1 litre and counting at 
each step until the bottle was filled; and (6) removing water from a full 
bottle, again counting at each step. 

After correcting for the continued reduction in specific activity 
it was found that the count did not increase significantly with more 
than 4?/, litres in the bottle. In all cases the emptied bottle showed a 
significant count due to residual activity on the vessel wall. For the 
preliminary tests this effect was neglected since in all cases the bottles 
were counted full. Using the solutions made up from Amersham 
radon samples, a sensitivity of 320 c.p.m. above background for each 
1 uC of radon plus daughters per ml. was obtained. 

To check this and also to provide a convenient standard for sub- 
sequent counting (i.e., one which would not decay significantly) a 
sample of radium (0-068 uC+20%) in association with 100 mg. 
barium chloride (A.R.C.C. source type RC34) was dissolved in dis- 
tilled water and made up to a full 5-6-litre bottle. This gave 340 c.p.m. 
above background for 1 wC of radium in association with its short- 
lived daughter products (radon, radium A, radium B, radium C) 
which have, of course, essentially the same gamma spectrum as radon 
plus daughters. This calibration figure was not used, but all counts 
were referred to the radium sample to correct for variations in the 
apparatus. As a further check a radon seed (sealed) was inserted into 
a 5-6-litre bottle filled with distilled water at various points above the 
base, and a weighted mean value of the sensitivity obtained was found 
to be equivalent to 290 c.p.m. per 1 wuC per ml., a reasonable 
agreement. 

Where possible, counting was repeated on three consecutive days, 
and the sample activity was deduced from the extrapolated count-rate 
expected at the time of collection of the sample. The radioactive 
decay of some samples was observed over 14 days and apparent half- 
lives of between 3-0 and 3-3 days were observed. These values are 
well below the true radon half-life of 3-825 days, but are within the 
limits of accuracy of these preliminary measurements. 


Other Tests 
To ascertain whether radon gas was responsible for the 
activity some samples were subjected to a variety of tests. 
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3 : 5 : 3’-triiodo-L-thyronine sodium) in a single daily 
Original activity } dose mixed with a little of the feed. Serum-bilirubin was 
100,000 F._ | determined by methods of Lees and Ruthven (1959) op 
m P a ae one aerated ] the first day of life, and then daily until the peak level was 
passed. Weight, temperature, feeding ability, and general 
N re. a | state of alertness or lethargy were noted daily. Infants 
| with Rh and ABO incompatibility were excluded from 
q 10,000} ~>s_ Observed count less 4 the trial. 
si The mean peak bilirubin-level in the treated series was 
higher than in the controls (table 1), but this difference 
8 [| 2nd process on sample 19/1 “>. | was not significant at the 5% level (t= 1-86, 0-05 <p <0:1), 
The mean period between the day of birth and the day of 


1000 
MINUTES 


Fig. 2—Effect of bubbling (aeration) on radon standard in distilled 
water and on Devon water sample. Bubbling reduces gamma 
activity of radon water and to a lesser extent that of Devon sample. 
The process was repeated in Devon sample where impurities and 
particulate matter were present. 


Some samples were treated with a mixed-bed ion-exchange resin 
(Bio-demineralite, Permutit Co.). Both the resin and the effluent 
were then counted. The activity of the resin decayed with approxi- 
mately the theoretical half-life of radon daughter products and the 
effluent increased in gamma activity, reaching equilibrium at a lower 
value than that before treatment after about 2 to 3 hours. 

Some samples were treated by boiling, or by bubbling air through 
the open sample, and in each case showed a reduction in gamma 
activity (fig. 2). 

A simplified method, which was later used on site was filtration of 
the water through a millipore filter (A.F.600 membrane filters, 
Membranfilter-Gessellschaft) andi the beta activity of these discs was 
counted with the aid of a GM2 Geiger-Mueller end-window beta- 
counter. This method removed the daughter products from the water 
samples with variable efficiency, but in all cases the daughters could 
be identified by half-life. The beta activity of the daughters could be 
detected with an efficiency of about 30% so that this method, although 
not reliabie for quantitative work, gave an easy field method of 
detecting the more active sources. 

The quantitative results obtained by this method confirm 
that radon gas is the main source of activity, but do not exclude 
the possiblity of the presence of small quantities of longer- 
lived activity. 


EFFECT OF TRIIODOTHYRONINE 
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IN a controlled trial of triiodothyronine in neonatal 
hyperbilirubinemia, Lees and Ruthven (1959) found 
evidence of some lowering of the serum-bilirubin levels 
in treated infants. As these effects were more apparent in 
premature babies, we have carried out a further trial, 
confined to this group, but using double the previous dose 
of the drug. 

Methods and Results 

For the first five days of life, premature infants between 
900 and 2400 g. birthweight were allocated at random to 
a treatment group or to a control group. The treated 
infants received 10 yg. triiodothyronine (‘ Tertroxin ’, 


° *~— address: The Evelina Children’s Hospital of Guy’s, Southwark 
ri 


Road, London, S.E.1 


0 20 40 60 80 100 120 140 160 180 200 220 240 260 


peak bilirubinemia level, although longer in treated 
babies, did not differ significantly from the mean time 
taken by the control group (table 1). 

The mean weight lost by the controls was less than the 
treated babies, although this difference was not statisti- 
cally significant. In both groups, the birthweight was 
regained within the same time (table 11). No differences 
were observed between the control and treated infants in 


TABLE I—TIME OF OCCURRENCE AND LEVEL OF THE BILIRUBIN PEAK 


T 
: Mean peak _—s Mean period from birth to 
Group No. in | bilirubin level reach peak bilirubin level 
group (mg. per 100 ml.) (hr.) 
Control... 14 8954133 | 97+10-9 
Treated 14 1154131 | 105 


temperature regulation, feeding ability, degree of alertness 
or lethargy, or general appearance. 


Discussion 

The findings of Lees and Ruthven (1959) that a daily 
dose of 5 ug. triiodothyronine given to premature babies 
produced a decrease in mean bile-pigment level, suggested 
that the drug might accelerate bilirubin conjugation and 
consequently its excretion. In this series, however, the 
prematures, although receiving double the previous dose 
of triiodothyronine, showed neither a reduction in 
bilirubin (table 1) nor any improvement in their general 
development (table 11). 

Westphal et al. (1959), who gave 25 ug. triiodothyronine 
to newborn infants, found a statistically significant increase 
in the number of treated infants whose serum-bilirubin 
level either remained stationary or fell between the second 
and fourth day of life when compared with controls. 
Because Westphal et al. (1959) used different criteria from 
ours, and studied premature and full-term infants as one 
group, the two investigations are not strictly comparable. 

In all reported studies only small changes of mean bile- 
pigment level have been found, so it is conceivable that 
slight alterations in variables might account for the 
apparently contradictory results between the present trial 
and previous ones. Although it is not possible from the 
evidence to pinpoint the difference, these factors might 
have played a part: (1) a random selection instead of 
alternating trial and control infants; (2) the variation in 
the comparative mean birthweights of the test and 


TABLE II—MEAN WEIGHT CHANGES DURING FIRST 14 DAYS OF LIFE 


| 
| | oe | Mean age at 
| Mean weight Mean age at | A » 
Me. Mean | lost (as | minimum 
| weight (g.) | rcentage of | weight A 
| | Birthweight) (days) 
Control | 14 | 2000 | 68% | 40 | 130 
Treated 14 1760 104% | 62 | 13:5 
| | | | 
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control groups in the respective trials; and (3) differences 
in weight-loss after birth. Birthweight influences the 
severity of neonatal jaundice (Billing et al. 1954), and 
weight-loss may be accompanied by hzmoconcentration 
which might result in a rise in bile pigment level (Lucey 
1960). 

As the triiodothyronine dosage used in this series lay 
between those given by Westphal et al. (1959) and Lees 
and Ruthven (1959), any connection between our 
increased dosage and the tendency to higher bilirubin 
levels in the test group can probably be discounted. Even 
so, some drugs given to the mother before delivery or to 
the newborn infant may increase the incidence of 
kernicterus, even in the presence of serum-bilirubin 
levels previously considered harmless (Harris et al. 1958, 
Lucey and Dolan 1959, Lucey 1960). Though there was 
no evidence in this trial that triiodothyronine had any such 
action, this possible danger, together with our present 
negative findings, suggests that there is no place for 
triiodothyronine in the treatment of neonatal jaundice. 


Summary 


During a randomly controlled trial of triiodothyronine 
in premature infants, it was not possible to confirm the 
previous claims that the drug lessened the degree of 
neonatal jaundice. 

It is a pleasure to express our thanks to Dr. A. White Franklin, 


Dr. A. P. Norman, Dr. John Murray, Dr. Merton Sandler, and the 
research team at Queen Charlotte’s Maternity Hospital. 
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ANEMIA DUE TO 
“BLUE-RUBBER-BLEB ” NEVUS DISEASE 


G. M. BERLYNE 
M.B. Manc., M.R.C.P. 
TUTOR IN MEDICINE, UNIVERSITY DEPARTMENT OF MEDICINE, 
MANCHESTER ROYAL INFIRMARY 
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“Disease is very old and nothing about it has changed. It is we 
who change as we learn to recognise what was formerly imperceptible.” 
—J. M. CHaRcoT. 


CAVERNOUS hemangiomas in the skin look and feel 
like blue-rubber blebs: Bean (1958) therefore called 
them ‘ blue-rubber-bleb ” nzvi. Cavernous heman- 
giomas in the bowel are well known for their tendency 
to bleed, producing either a chronic iron-deficiency type 
of anemia or frank bleeding—hazmatemesis, melzna, or 
rectal bleeding. It is not generally realised that there is an 
association between cavernous hemangiomas in the skin 
and those in the bowel, though several authors (McLure 
and Ellis 1930, Holman 1948, Heycock and Dickinson 
1951, Rickham 1952, Shepherd 1953, Bean 1958) have 
Stressed that, in gastrointestinal bleeding of obscure 
cause, cavernous hemangiomas in the skin suggest that 
Similar lesions may be present in the bowel, and may be 
responsible for the blood-loss. This syndrome of 


Cutaneous and intestinal cavernous hemangiomas has 


generally escaped attention: it is little known and, con- 
sequently, rarely diagnosed. Its genetics have not been 
investigated hitherto, and only one author (Bean 1958) 
has presented a detailed family history. 

We wish to draw attention to the existence of this 
disease, and to record for the first time its mode of 
inheritance as an autosomal dominant character in a 
family in which it can be traced through five generations. 


Case-report 
Asmall-holder, aged 52, complained of lassitude and dyspncea 
on exertion. He said he had been anemic for years owing to 
blood-loss from “‘ piles ”, which had been bleeding, at intervals 
of roughly four weeks, since he was 17. The bleeding was 
worse on defzcation, but occasionally occurred at other times. 


Fig. 1—Forearm of propositus, showing several cutaneous cavernous 
hzmangiomas (blue-rubber-bleb nzvi). 


For many years he had suffered from intermittent rectal 
prolapse, although his “ piles ” never came down by themselves. 
He had had blue lumps in and under his skin for as long as he 
could remember. He thought they had become more numerous 
as he became older. They were painless, but a knock would 
cause a painful bruise at the site of the lesion. Whilst the patient 
was having psychiatric treatment for irritability in May, 1960, 
one of us (N. B.) noted the association of the skin lesions with a 
profound iron-deficiency anemia. 

In 1947, he had had a severe hematemesis, after which a 
gastroenterostomy was done for a suspected, but unconfirmed, 
gastric ulcer. The presence of the skin lesions was not recorded 
at the time, nor were any hemangiomas noted in the 
bowel. 

The patient was pale and looked chronically ill. His skin was 
covered with blue cavernous hemangiomas, which felt like 
rubber blebs, being readily emptied of their contained blood by 
firm compression. Some were subcutanous, but most of them 
were intradermal, varying in size from 1 to 40 mm. No bruit 
was heard over them. The fingers were not involved, the 
lesions being scattered over the trunk, arms, and legs; there 
were a few on the face (fig. 1). The cardiovascular, respiratory, 
and central nervous systems were normal. The rectum would 
prolapse on straining, disclosing numerous cavernous heman- 
giomas—some purple, some red—in the mucosa of the rectum; 
there were several bleeding points in the mucosa overlying the 
lesions. Proctoscopy, after replacement of the prolapsed rectum, 
showed the anal canal to be normal, though there were numerous 
cavernous hemangiomas in the rectum. He had no bony 
deformities or oral lesions. 


Investigations and Treatment 

April 22, 1960. Hemoglobin (Hb) 50% (7-4 g. per 100 ml.), 
red blood-cells (R.B.c.) 4:75 million per c.mm., colour index 
(c.1.) 0-52, white blood-count (w.B.c.) 6800 per c.mm. Oral 
iron was prescribed but the patient failed to take it, complaining 
of nausea which he attributed to the ferrous-gluconate 
tablets. 
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Fig. 2—Photomicrograph of cutaneous cavernous 


hemangioma 
showing the large spaces separated by fibrous tissue (low power). 


June 10, 1960. Hb 42% (6-2 g. per 100 ml.). 

June 17, 1960. Hb 48% (7-1 g. per 100 ml.), R.B.c. 4:03 
million per c.mm., C.1. 0-59, w.B.c. 7000 (polymorphs 79%, 
lymphocytes 18%, mononuclears 3%). 

June 27, 1960. Intramuscular iron (a total of 22 ml. of 
* Imferon ’) was given over the course of one week. 

The Hb rose to 68% (10 g. per 100 ml.), c.1. 0°79, by June 24, 
1960; and, by Aug. 8, 1960, was 87% (12:9 g. per 100 ml.), at 
which time ferrous fumarate was being taken irregularly by 
mouth. 

Wassermann reactions, electroencephalogram, X-ray of 
chest and skull, liver-function tests, electrocardiogram, and 
blood-urea were normal. 

The histological appearance of a biopsy specimen (fig. 2) from 
a lesion on the back was reported thus: “‘ The lesion consists of 
large irregular spaces separated by broad bands of cellular 
fibrous tissue. The spaces are lined by a single layer of flat cells. 
These rest sometimes on a simple or double layer of cuboidal 
cells, sometimes directly on fibrous tissue. Diagnosis: caver- 
nous hemangioma of the back.” 

The patient refused sigmoidoscopy, barium meal, and 
enema. 


Family History (fig. 3) 

The patient’s father, grandfather, and paternal uncle were 
affected by skin lesions, as were his brother and his only sister. 
The propositus had married twice, both his children of the first 
marriage and two out of four grandchildren having skin lesions. 
Three out of five of the issue of his second marriage also had 
cutaneous lesions. Three out of four relatives who had skin 
hzmangiomas died from neoplasms of different organs—brain, 
stomach, and one the site of which was unknown. The father 
of the propositus, one brother, and a sister were known to be 
chronically anemic, possibly owing to bowel hemangiomas. 


Discussion 

Cavernous hemangiomas of the skin and gastrointestinal 
tract are responsible for a distinct clinical syndrome, but 
it is remarkable that they have achieved little recognition 
as a rare cause of gastrointestinal bleeding. 

Gascoyen (1860) described a man, with numerous cavernous 
hemangiomas of the skin and with anemia, who eventually 
died of suffocation due to a hemangioma in the parotid region. 
McLure and Ellis (1930) recorded recurrent melzna and rectal 
bleeding in a 30-year-old woman with extensive cutaneous 
cavernous hemangiomas. Hemangiomas were present in 


spleen, liver, stomach, duodenum, jejunum, and ileum. 
Lazarus and Marks (1947) described a 58-year-old man with 
profound anzmia due to blood-loss. Skin lesions suggested the 


diagnosis of bleeding hemangiomas of the bowel. In the eng 
a lifesaving colectomy had to be done; multiple thin-walleq 
cavernous hemangiomas were found in the resected colon, 
Lazarus and Marks stressed the importance of recognising skin 
nevi in gastrointestinal bleeding, as did Holman (1948), who 
recorded the case of a 9-year-old girl who had large cavernous 
hemangiomas of the palm of the hand, suprascapular region, 
and tongue. She suffered from recurrent bleeding and anemia 
caused by a cavernous hemangioma affecting the sigmoid 
colon. 

Rickham (1952) described a 10-year-old child who had 
recurrent melzna, and a cavernous hemangioma on the palm of 
the hand. A preoperative clinical diagnosis of cavernous 
hemangioma of the bowel was made; and, at laparotomy, three 
small cavernous hemangiomas were found in the small 
intestine. A similar preoperative diagnosis was made by Hey- 
cock and Dickinson (1951) in a 6-year-old girl, with recurrent 
episodes of anemia, and hemangiomas on the chest. Lapar- 


oo 
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Fig. 3—Family tree of propositus. 
Males are indicated by squares; females by circles. 


Died when over 70 


O UNAFFECTED 


CUTANEOUS CAVERNOUS HAEMANGIOMAS 
CUTANEOUS CAVERNOUS HAEMANGIOMAS 
A UNSEEN + ANAEMIA 


. Cutaneous cavernous hemangiomas. 
from cancer of unknown site. 

. Numerous cutaneous cavernous hemangiomas on arms and 
back. Chronically ill and anemic for years. Hamatemesis 
in 6th decade. Died, aged 65. 

2. Numerous cavernous hemangiomas on arms. Died, aged 70, 
from cancer of stomach. 

. Propositus—see case-report. 

2. Numerous cutaneous cavernous hemangiomas. Discharged 
from Army because of anemia. Died, aged 42, from brain 
tumour. 

3. Numerous cutaneous cavernous hemangiomas over arms 
and legs. Repeatedly anemic. Now aged 41. Last hemo- 
globin whilst under treatment with oral iron 94% (13-9 g. 
per 100 ml.) 

4 31-year-old man. Cutaneous hemangiomas on arms. Not 
anemic. 

2. 29-year-old woman with cavernous hemangiomas on but- 

tocks. 

3. 14-year-old daughter of second marriage of propositus. Two 
skin cavernous hemangiomas on left knee, one of which was 
removed and diagnosis confirmed histologically. Not 
anzmic. 

4. Normal 13-year-old boy. No skin lesion. 

5. 11-year-old boy. Cavernous hemangiomas on legs. Other- 
wise well. 

6. Unaffected 9-year-old boy. 

7. 2-year-old girl with large cavernous hemangioma on left 
wrist. Painful on pressure. Not anemic. 

8. Unaffected. 13-year-old girl. 

9. Affected 11-year-old boy. Cavernous hemangiomas on arms. 

Not anemic. 

10. Girl twin of 1v 9. Died at age of 3 months. No record of 
skin lesions. 

11. Normal 8-year-old boy. 

12. Male twin of tv 11. Stillborn. 

13. Miscarriage. 

v.—1 and 2. Living children of 1v 1. Sex unknown. 

3. 8-year-old boy. Cavernous hemangiomas on buttocks. Not 
anemic. 
4. 5-year-old girl. Cavernous hemangiomas on buttocks and 
arms. 
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otomy revealed numerous hemangiomas along the small 
intestine, and a few in the colon. Shepherd (1953), in his 
excellent review of hemangiomatous conditions of the gastro- 
intestinal tract, suggested that the lack of reported skin lesions 
might be due to failure to recognise the association between 
cutaneous cavernous hemangiomas and those in the bowel. 
Bean (1958) reported two cases, one a Latin-American girl with 
skin nevi and bleeding from the bowel; the other a 7-year- 
old boy who had anemia, having had skin lesions since he was 
3months old. Hamangiomas were seen on sigmoidoscopy and 
aresection of the small bowel was necessary because of recur- 


rent bleeding. 


Appearance of Lesions 

The upper limbs and trunk are the commonest sites 
for lesions, though they may be found anywhere on the 
skin. Unlike Osler-Rendu-Weber disease, the nail-beds 
are not involved, nor were the lips in any of the reported 
cases. In blue-rubber-bleb nzvus disease, the cavernous 
hemangiomas are either intracutaneous or subcutaneous, 
the skin being readily movable over the subcutaneous 
ones. In the arms, they are often close to the superficial 
veins in the antecubital fossa. They vary in size from the 
1 mm. blue spot to 3-4 cm. bunches of cavernous 
hemangiomas—the true “‘ blue-rubber blebs ” which can 
be partially emptied of blood by firm pressure over the 
area. They may vary in size from day to day. Intestinal 
cavernous hemangiomas are often submucous, projecting 
into the bowel and sometimes either occluding or diffusely 
constricting it (Brown 1924). They bleed readily, and are 
more common in the small intestine than in the large 
bowel; they are commoner in the rectum and lower colon 
than in the proximal half of the colon. In our patient, it is 
possible that the heamatemesis in 1947 was due to a bleed- 
ing hemangioma, but the operation notes written at the 
time were too scanty to confirm the presence of an ulcer 
in the stomach; cutaneous or intestinal hemangiomas 
were not remarked upon. 


Differential Diagnosis 

The diagnosis of bleeding intestinal cavernous heman- 
giomas is readily made if there are cavernous hemangiomas 
on the skin. In the Osler-Rendu-Weber syndrome, the 
usual telangiectasis is a well-defined, flat, depressed, but 
rarely raised, red or blue spot. The telangiectases are to 
be found commonly on the face and fingers (especially 
the subungual regions), and nose, as well as in the mouth. 
In the less common nodular type, the lesions are small— 
1-3 mm. in size—and usually occur on the lips, tongue, 
face, and fingers. They never reach the size of blue- 
tubber-bleb nzvi, which are usually raised and are never 
subungual. 

Epistaxis is common in Osler-Rendu-Weber disease, 
but has not been reported in blue-rubber-bleb nzvus 
disease. There may be much gastrointestinal bleeding 
causing a severe iron-deficiency anemia in both diseases, 
but the skin manifestations are quite distinct. In 
Maffucci’s syndrome, in addition to widespread cavernous 
hemangiomas in the soft tissues, there is dyschondro- 
plasia, giving rise to marked bony deformities. 


Genetics 

Hitherto the mode of inheritance of the combined 
syndrome of cavernous hemangiomas of skin and bowel 
has not been recorded. In the family recorded here, 


five generations are affected by the disease (fig. 3), which is 
clearly transmitted by an autosomal dominant gene. There 
is no evidence of sex-linkage. There is no consanguinity 


in this pedigree, and anemia has occurred so far in only 
three members of the family. Osler-Rendu-Weber disease 
is similarly inherited as a dominant trait, although sporadic 
cases have been known. 

The uncle, the grandfather, and one brother of the 
patient died of neoplasms of various organs; this recalls 
the high incidence of carcinoma in the related state of 
Maffucci’s syndrome in which there are cavernous 
hemangiomas of various organs, accompanied by dys- 
chondroplasia (Johnson et al. 1960). In this case there 
were no bony deformities. 


Treatment 

The treatment of severe and persistent gastrointestinal 
bleeding in this disease is excision of the intestinal 
hemangiomas, if this is possible. If surgery is refused or 
excision is not technically feasible, then injection of the 
hzmangiomas with sclerosing fluids may be an alternative. 
If bleeding causes chronic anemia, iron therapy should be 
advised as a temporary measure, although blood-trans- 
fusions may have to be given (Lazarus and Marks 1947). 
Patients with cutaneous cavernous hemangiomas only, 
without evidence of gastrointestinal bleeding, should be 
watched carefully. Hzmoglobin estimations should be 
done at regular intervals to ensure that intestinal heman- 
giomas are not bleeding significantly. Trauma to cutaneous 
nzvi may cause moderate blood-loss, but local pressure 
usually prevents serious bleeding. 


Conclusions 

Blue-rubber-bleb nzvus disease is a convenient though 
dysphonious term for the syndrome of cavernous heman- 
giomas of skin and bowel. It should be retained because it 
directs attention to the hitherto seldom recognised skin 
changes which may give the clue to the cause of gastro- 
intestinal bleeding. 

Summary 

In blue-rubber-bleb nzvus disease there are cutaneous 
and intestinal cavernous hemangiomas, and bleeding 
from the intestinal lesions may cause severe anemia. 
The inheritance of this condition is recorded for the 
first time: the disease is transmitted by an autosomal 
dominant gene, five generations being affected in the 
family reported. 

In patients with gastrointestinal blood-loss, the presence 
of cutaneous cavernous hemangiomas should direct 
attention to the possibility of bleeding cavernous 
hemangiomas in the bowel. 

We are grateful to Dr. Raymond Whitehead, reader in pathology, 
University of Manchester, for the histological report and the photo- 
micrograph. We are indebted to Dr. R. G. Ollerenshaw, director of 
the department of medical illustration, for the photographs of the 
patient and for the family tree; to Dr. Russell Young, under whose 
care the patient was originally admitted to the psychiatric unit, St. 
Thomas’s Hospital, Stockport; and to Prof. D. A. K. Black for 
encouragement and providing facilities for investigation. 
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Most agents responsible for the syndrome of aseptic 
meningitis (“‘ lymphocytic meningitis’’) are viruses. 
Indeed, the virus laboratory now receives far more 
specimens from cases of aseptic meningitis than does the 
bacteriological laboratory. Tuberculosis and leptospirosis 
(Leptospira canicola and Leptospira icterohemorrhagia) are 
the most important bacterial infections which may 
simulate aseptic meningitis, because of the lymphocytic 
reaction of the cerebrospinal fluid and because of the 
difficulty of early isolation of the organism from the fluid. 
Usually, tuberculous meningitis can be diagnosed on 
clinical grounds, but leptospiral meningitis often cannot 
be differentiated from viral meningitis. Sera from cases of 
aseptic meningitis should, therefore, be examined for 
evidence of leptospiral infection. 

The serological tests commonly employed by bacterio- 
logical laboratories for the diagnosis of leptospirosis are 
the agglutination and the agglutination-lysis (A.L.) tests 
(the latter being considered the more reliable). These 
tests require darkfield microscopy and are tedious and 
time-consuming. The complement-fixation (c.F.) test has 
been recommended for the examination of large numbers 
of sera for leptospirosis (Schubert and Martin 1956, 
Terzin 1956). Complement-fixation technique has the 
added advantage of being part of the daily routine of a 
diagnostic virus laboratory. Leptospiral antigens for use 
in complement-fixation tests have been prepared from 
suspensions of inactivated organisms, disrupted organisms, 
and extracts of organisms (York 1952, Schubert and 
Carrington 1956, Terzin 1956, Muraschi et al. 1956, 
Rothstein and Hiatt 1956). Of these, the simplest seemed 
to be Terzin’s preparation of crude boiled leptospiral 
cultures. 

We have compared the sensitivity and specificity of the 
complement-fixation test (using Terzin’s antigen) with the 
agglutination-lysis test. We also hoped to assess the 
importance of leptospirosis in the syndrome of aseptic 
meningitis in the west of Scotland. 


Materials and Methods 

The sera examined came from 250 patients with aseptic 
meningitis during the period May, 1958, to May, 1960. From 
most of these patients we received paired sera—i.e., one speci- 
men of serum taken during the first week of the illness, and a 
second specimen taken in convalescence, generally ten to 
fourteen days after the first. For the purpose of this study, the 
term “‘ aseptic meningitis ” includes all cases of non-paralytic 
illness with pleocytosis of cerebrospinal fluid from which no 
bacteria were isolated. 


Agglutination-lysis Tests 

These were done by the method of Schuffner (Wolff 1954) using 
living four-day-old strains of L. icterohemorrhagie (Wijnberg) and 
L. canicola (Aldgate), which had been grown in Stuart’s medium 
(Stuart 1946). 
al, 


xation Tests 


The same strains of L. canicola and L icterohemorrhagie as em- 
ployed for the A.L. tests were used to prepare C.F. antigems by the 
method of Terzin (1956). Each strain was grown for twenty-one days 


in Korthof’s medium (Korthof 1932) at 29-30°C, and then incubateq 
for three days at 37°C. After being tested for absence of bacteria 
contamination, the cultures were heated at 100°C for fifteen minutes, 
Flocculation of non-antigenic material, which was produced in some 
cultures by boiling, was removed by centrifugation for ten minutes gt 
2000 rev. per min. Sodium merthiolate was added to a final concep. 
tration of 1/10,000 of the antigens, which were then stored at — 40°C, 

Type-specific sera were prepared in rabbits by inoculation, at 
four-day intervals, of 0-5 ml., 0-5 ml., 4-0 ml., and 4-0 ml. of whole 
leptospiral cultures killed with 0-3% formalin. Rabbits were exsan. 
guinated seven days after last inoculation. Serum was sterilised by 
Seitz-filtration and stored at 4°C. 

The optimal dilution of each batch of antigen was determined by 
chessboard titration against the homologous antiserum. The optimal 
dilutions of both L. canicola and L. icterohemorrhagie antigens varied 
considerably from batch to batch: L. canicola ranging from 1/2 to 1/12; 
L. icterohemorrhagie from 1/2 to 1/8. Although there was some 
cross-reaction between each antigen and the heterologous serum, 
considerably greater serum titres were obtained with the homologous 
than with the heterologous antigen—e.g., the optimal dilution of 
L. canicola antigen gave serum titres of 1/320 and 1/20 respectively 
with the homologous and heterologous rabbit sera: L. icterohemor- 
rhagig antigen in optimal dilution gave serum titres of 1/320 and 1/80 
respectively with the homologous and heterologous sera. Both 
antigens were stable at — 40°C for at least three months. 

The c.F. tests were carried out in plastic plates with 0-1 ml. 
volumes each of antigen in optimal dilution, serum dilution, and 
complement (four 50% hemolytic doses). Dilutions of all reagents 
were made in barbitone-buffered saline. After standing at 4°C 
overnight, the plates were kept at 37°C for thirty minutes, and then 
0-1 ml. 2% optimally sensitised sheep cells were added to each cup. 
The plates were left for a further forty minutes at 37°C, and were 
shaken at fifteen, thirty, and forty minutes; and then allowed to 
settle at room temperature before reading. 


Results 
Evidence of leptospiral infection was found in 13 
(5:2%) of the 250 cases. In each of these 13 cases, both 
A.L. and C.F. tests were positive. 


Comparison of Specificity of the Two Tests 

Assuming that the highest titre obtained during the course 
of the illness is given by the homologous strain, both tests 
showed agreement on the infecting type-strain in 12 of the 13 
cases (see table): L. icterohemorrhagie appeared to be the 
infecting organism in case 1, L. canicola in cases 2-12. The only 
anomalous finding was in case 13 from whom only one serum 
was obtained—on the nineteenth day of illness. This seemed to 
indicate infection with L. canicola by the A.L. test, but infection 
with L. icterohemorrhagia by the C.F. test. The A.L. result in 
this case may have been an example of the “ paradoxical” 


COMPARISON OF AGGLUTINATION~-LYSIS AND COMPLEMENT-FIXATION 
TITRES IN LEPTOSPIRAL ASEPTIC MENINGITIS 


Agglutination-lysis titres Complement-fixation 
Day (reciprocals) titres (reciprocals) 
illness! 7 canicola L. canicola 

1 19 <10 <10 <8 | <8 
15 3000 1000 <8 128 
21 3000 30,000 <8 256 
32 300 3000 <8 | 338 
2; 20 <10 <10 <8 <8 
10 30 <10 64 <8 
15 100 <10 64 <8 
27 3000 <10 16 <8 
62 1000 <10 16 <8 
3| 2 8 100 10 16 <8 
18 300 10 64 <8 
32 | >30,000 <10 64 <8 
4 8 300 10 32 <8 
17 3000 10 64 <8 
5 34 8 30 <10 <8 <8 
28 3000 10 32 <8 
6 17 <10 <10 <8 <8 
14 3000 1 16 <8 

7) 12 10 300 30 8 
18 3000 300 32 16 
8 17 17 | >30,000 1000 256 <8 
65 3000 30 32 <8 
9 12 21 30,000 100 512 16 
10 7 21 30,000 1000 512 128 
1l 13 17 3000 100 256 <8 
12| 22 13 3000 100 256 <8 
13 9 19 10,000 1000 <8 256 
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reaction reported by Fiihner (1951) in which, during the early 
of the illness, agglutinins for the heterologous strain are 
er than for the homologous. Cross-absorption tests are 
then necessary to demonstrate the true infecting strain: 
unfortunately, there was insufficient serum from case 13 for 
this to be done. In this series, a paradoxical reaction was clearly 
shown by the serial A.L. results in case 1: on the fifteenth day of 
the illness, the titres for L. canicola and L. icterohemorrhagie 
were 1/3000 and 1/1000 respectively; whereas, on the twenty- 
first day, the corresponding A.L. titres were 1/3000 and 1/30,000 
In contrast, the C.F. tests in case 1 showed a rising titre for 
L. icterohemorrhagia, but not for L. canicola. 


Comparison of Titres 

There was no consistent correlation between the titres 
obtained by the A.L. and C.F. tests, yet, with the exception of 
case 3, sera giving the highest A.L. titres (30,000 or over) for the 
infecting strain also showed the highest C.F. titres (256 or over). 


Serial Titres During Course of Leptospirosis 

Tests on serial samples were carried out on cases 1-3. It will 
be seen that the C.F. test gave an earlier type-specific response 
than did the A.L. test. 

Discussion 

The finding of leptospiral infection in 13 (5-2%) of 250 
cases indicates that serological examination for lepto- 
spirosis is of considerable value in aseptic meningitis. None 
of these 13 patients had jaundice or other clinical signs of 
leptospirosis. A seasonal incidence was noted: 8 of the 
patients with leptospirosis became ill during July to 
September. 5 of the 13 (cases 3, 7, 9, 10, and 11) came 
from Strathclyde—where there is easy access to bathing in 
potentially contaminated water. 

Comparison of the serological results obtained by the 
CF. and A.L. tests show that the C.F. test is as specific as the 
AL. test. Moreover, our finding that the “‘ paradoxical ” 
reaction shown by the A.L. test in one of our cases was not 
shown by the C.F. test suggests that the c.F. test for lepto- 
spirosis may be more reliably type-specific than the A.L. 
test, particularly in the early stages of illness. Besides all 
these indications of the reliability of the C.F. test are the 
overwhelming advantages of the ease of preparation of 
Terzin’s antigen and the eminent practicability of the 
GF. test for the screening of large numbers of sera for 
leptospirosis. 

Summary 

Sera from 250 cases of aseptic meningitis were examined 
for leptospirosis by both the complement-fixation test 
using killed antigens and the agglutination-lysis test with 
living cultures. 

Both tests were positive for leptospirosis in 13 cases. 
The complement-fixation test showed a type-specific 
response earlier in the illness than did the agglutination- 
lysis test. 

The ease of preparation, stability, and reliability of 
Terzin’s complement-fixing antigens make them ideal for 
testing large numbers of sera for leptospirosis. 


We thank Miss H. G. Mateer, F.I.M.L.T., and Miss C. H. Gourlay 
for technical assistance. 
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CSOPHAGEAL CAST 
C@SOPHAGITIS DISSECANS SUPERFICIALIS 


A. E. STEVENS 
M.B. Lond., M.R.C.P. 
MEDICAL REGISTRAR 


G. A. W. Dove 
M.B., B.Sc. Lond. 
LATELY HOUSE-SURGEON 


CANADIAN RED CROSS MEMORIAL HOSPITAL, TAPLOW, BUCKS 


CEsopHAGITIS dissecans superficialis is a rare but benign 
condition in which the patient vomits a cast consisting of 
the squamous coat of the esophagus. Patterson (1935) 
reviewed the eighteen cases published before 1935. 
Further single cases have been reported by Beck (1954) 
and Willcox (1949). Barrett (1952) states that some 
twenty-five have been published. Here follows an account 
of another such patient. 


Case-report 

On March 21, 1958, after a lunch of sausage roll, parsnips, 
and tea, a housewife aged 34 noticed a burning feeling in her 
throat as though some food were sticking. She swallowed a 
piece of bread hoping that this might relieve the symptom, but 
it did not. Later in the afternoon, she retched and brought up 
a little bright-red blood, followed by “‘ something like string ”’, 
which hung out of her mouth. She was unable to remove the 
“ string ” as it was attached below, and traction on it caused 
burning pain over the upper sternum. She became frightened 
and came to the casualty department. Fig. 1 shows her appear- 
ance. The cord was composed of a tough translucent substance; 
and, when pulled, the pain described was reproduced. There 
was neither koilonychia nor smooth tongue. 

After some deliberation on the part of the assembled resident 
staff, the “‘ cord” was cut as low down as possible, and the 
attached end allowed to slide back down the patient’s throat. 
Subsequently, a history was obtained of two previous episodes 
of burning sensation in the throat, six months and three months 


Fig. 1—Cast in situ on admission. 
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before. During each episode, which lasted about a week, the 
throat felt ‘‘ as though it had been scratched by some food ”’. 
There had been no further symptoms on either occasion. 
In spite of the unappetising-sounding meal before admission, 
the diet was usually normal, although the patient had 
a poor appetite. No caustic had been swallowed. There 
was a history of iron-deficiency anemia and pulmonary 
tuberculosis. 


Investigations.—The cast measured 20 cm.; and, on section, 
it was a tube of stratified squamous epithelium, typical of the 
g of the 
phagus. The whole 
thickness of the epi- 
thelium appeared to 
have been shed. No 
inflammatory cells 
were present, al- 
though _ occasional 
basal cells showed 
ballooning (fig. 2). 
Hemoglobin 8-0 g. 
“= per 100 ml. (54%), 
= leucocyte-count 4600 
per cmm. (poly- 
morphs 84%, lym- 
phocytes 10%, mono- 
cytes 6%). Blood- 
film, moderate hypo- 
chromia, anisocytosis, 
occasional polychro- 
matic cells. Sternal 
marrow-puncture, 
normal. Histamine 
test-meal, no _ free 
acid present. Chest 
X-ray, calcified foci at both apices and right hilum. Wasser- 
mann reaction (W.R.), positive; Kahn, doubtful. 


Treatment and progress.—During the week after admission, 
the patient’s temperature was raised intermittently to between 
99° and 100°F. Her initial dysphagia subsided under treatment 
with amethocaine lozenges and sedatives, aided by a bland diet. 
The possibility of mediastinal infection was feared, and the 
patient was given a five-day course of 1-2 million units of 
procaine penicillin with 1 g. of streptomycin daily. The 
anemia was treated with a two-pint blood-transfusion, followed 
by oral iron. Barium swallow two weeks after admission 
showed normal cesophageal mucosa. Except for an admission 
in February, 1959, for bronchopneumonia, the patient has 
remained well. 


Fig. 2—-Section of portion of cast. ( x 120.) 


Discussion 

This patient also suffered from inactive pulmonary 
tuberculosis and iron-deficiency anzmia—neither of 
which have been a feature of previous cases. 

There was some doubt about the interpretation of the 
positive W.R., especially since a routine antenatal w.R., in 
1953, had been negative. The serological technique of our 
own laboratory was checked and found to be satisfactory, 
and a series of tests (in which the Venereal Diseases 
Reference Laboratory kindly cooperated) was carried out 
(see table). The serological examination of the patient’s 
husband was negative. 

It is hard to say whether the serological findings in this 
patient are relevant; evaluation is complicated by the 
course of penicillin immediately before the first test. 
Probably these reactions were non-specific ; this hypothesis 
is supported by the negative treponemal immobilisation 
tests (Kostant 1956). Such reactions have been noted in 
many conditions, including active tuberculosis and anemia 
(Moore and Mohr 1952). Patterson (1935) states that in 
none of the cases he reviewed was there “‘ any indication of 


SEROLOGICAL INVESTIGATIONS 


Occasion Date Test Result 

Routine antenatal Feb. 2, 1953 w.R. a 

examination Kahn | = 

Admission (esophagitis March 21, 1958 

dissecans superficialis) | March 27 wR. | + 
Kahn Doubtful 

April 3 Treponemal w.r. + 

Standard w.R. 

P.P.R. - 

April 11 w.R. + 

+ 

April 28 T.P.1. 

y 14 T.P.I. 

w.R. - 

+ 

Admission (broncho- | Jan. 21, 1959 | 

pneumonia March 2 Ww.R. | 

Follow-up examination | Feb. 15, 1960 w.R. | - 
| Kahn | Doubtful 

w.R. = Wassermann reaction. 


P.P.R. = Price’s precipitation reaction. 
T.P.I. = Treponemal immobilisation test. 


syphilitic taint ” and the w.r. in his own patient, and in 
that of Willcox (1949), was negative. 


Our patient is in every other way typical of those 
previously described, including the common history of 
a meal at which the patient took a hot drink immediately 
before the onset. 


Presumably the lack of significant bleeding, and absence 
of shock or any late complications, are due to gradual 
separation of the cast, with the formation, deep to it, of a 
new layer of squamous tissue, so that the cast is finally 
attached by a few vascular strands only. This, and other 
speculations about etiology, are discussed by many of the 
authors mentioned, including Patterson (1935) and 
Barrett (1952). 

Summary 

A further case of cesophagitis dissecans superficialis is 
described in which a probably non-specific positive 
Wassermann reaction was present. 

We are indebted to Mr. Raymond Ramsay for permission to 
publish an account of his patient; to Dr. A. E. Wilkinson of the 
Venereal Disease Reference Laboratory for his assistance; and to 
Mr. Peter Fiske, of the photographic department, Canadian Red 
Cross Memorial Hospital, for the illustrations. 
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. developments of the kind I have mentioned as occurring 
in Britain have occurred quite as effectively and sometimes 
more so in other countries under systems quite different from 
that of the British National Health Service. . . . Very little 
reflection soon led to the conclusion that the problems are 
essentially the same everywhere. The next thought, however, 
was that we are all working on them more or less in isolation. 
Knowledge of what is happening in other countries is casual 
and often very incomplete and even inaccurate. Furthermore, 
there exists no convenient or ready means of obtaining this 
information. .. . I believe it would be well worth while to start 
trying to supply this want. What I have in mind is an informa- 
tion or intelligence service which could collect and collate 
accurate information on the subject from as many sources as 
possible, and perhaps in time initiate studies on various aspects 
of it. . . . It seems to me that this is a project which the Com- 
monwealth is admirably suited to initiate.’—Dr. E. R. C. 
Watker, Pharos, October, 1960, p. 205. 
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COEXISTENT 
PULMONARY COCCIDIOIDOMYCOSIS 
AND TUBERCULOSIS 


GERALD B. REAMS * 
Captain, U.S.A.F. (M.C.) 
CHIEF, SURGICAL SERVICES, 
7510TH U.S.A.F. HOSPITAL, WIMPOLE PARK, ENGLAND 


WitH the great increase in transcontinental travel, 
yarious diseases—although endemic in only a small section 
of the world—can now be found everywhere (Nabarro 
1948, Smith et al. 1957, Riddell and Clayton 1958). 
Coccidioidomycosis is such a disease. It may be present 
at the same time as other forms of pulmonary disease 
(Hauser and Glazer 1950, Hedberg et al. 1951, Shefran 
and Karie 1955, Chyley 1956, Ellman and Hanson 1958, 
Patel and Anand 1959, White et al. 1959) and the following 
case presents an interesting pathological combination. 


Case-report 

Aman, aged 22, was first seen in March, 1959, because of an 
abnormal chest X-ray. Mobile-unit microfilms in 1957 and 
1958 were reported as normal, though he had been told to see 
his doctor after a microfilm in July, 1956. 

He had grown up in the San Joaquin Valley in California— 
a endemic centre for coccidioidomycosis. He arrived in 
Britain in November, 1958. There was no history of 
tuberculosis or known contact with anyone suspected of 
tuberculosis. 

He was in excellent physical condition and did not complain 
of malaise, weight-loss, anorexia, night-sweats, chest pain, 
cough, or hemoptysis. The blood-pressure was 120/78 mm. 
Hg; pulse-rate 80; weight 180 Ib.; and height 6 ft. There was 


*Present address: U.S.A.F. Hospital, Keesler Air Force Base, Mississippi. 


Fig. 1—Chest radiograph showing suspicious area in right apex. 


some increase in vocal fremitus over the apex of the right 
lung, but the chest was otherwise normal on auscultation and 
percussion. 

A chest radiograph (fig. 1) and a tomogram of the suspicious 
area in the right apex (fig. 2) showed a pulmonary infiltration 
consisting of fibrotic and calcific patches with a number of 
softer-appearing areas in the right apex which were thought to 
represent recent activity. The purified protein derivative 
(tuberculin) test and the coccidioidin skin test were positive; 
the histoplasmin skin-test was negative. The vital capacity 


Fig. 2—Tomogram of the right apex. 


was 4800 cc., with a breath-holding duration of 52 seconds. 
Coccidioidin precipitin and complement-fixation antibody 
titres were not significant. 

Bronchoscopy showed no evidence of endobronchial lesions, 
and bronchial washings were negative for acid-fast and fungus 
organisms; the cytological examination showed no abnormali- 
ties. A right supraclavicular fat-pad biopsy was performed; 
the nodes showed reticuloendothelial hyperplasia. Complete 
bacteriological examination on this specimen was negative. 
Since it was felt that a diagnosis could not be made on this 
infiltrate without lung biopsy, the patient was prepared for a 
further operation by a two weeks’ course of streptomycin and 


Fig. 3—Coccidioidomycotic spherules in lung. ( x 200.) 
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Fig. 4—Tuberculous granuloma of lung. ( x 25.) 


p-aminosalicylic acid (P.A.s.). A right apical segmental resec- 
tion was done, since all the palpable disease was confined to 
this area. Examination of the resected specimen revealed an 
area showing the doubly refractive spherules characteristic of 
coccidioidomycosis (fig. 3), as well as a separate caseating 
granulomatous pneumonitis containing acid-fast organisms, 
proved on culture to be Mycobacterium tuberculosis (fig. 4). 

The. patient’s postoperative course was excellent with 
complete lung re-expansion, and good return of pulmonary 
function to preoperative levels. 

P.A.S. and isoniazid therapy was continued, and the patient 
gradually returned to full duty. Nine months after the surgical 
procedure, there was no evidence of any recurrence of the 
disease, either clinically or radiologically. 

Discussion 

Coccidioidomycosis is a fungus disease, endemic in the 
south-western United States, north-western Mexico, and 
some Central American countries. The fungus itself is 
diphasic, having vegetative and spore phases. In its 
vegetative phase, it consists of long thin mycelia which 
segment and form highly infective chlamydospores. The 
initial infection occurs by the inhalation of dust 
contaminated by these chlamydospores. In the lungs, they 
develop into doubly refractive spherules which reproduce 
by endosporulation (Forbus and Bestebrevvtje 1946, 
Peterson et al. 1948, Pittman and Kane 1951, Baum and 
Schwartz 1955, Fiese 1958). This initial pulmonary 
infection usually subsides without sequelz. A rare form 
disseminated by the blood-stream has an approximately 
50% mortality-rate. In about 10% of the patients there 
are residual lung lesions which may become solid discrete 
soft granulomatous areas, or which may cavitate and 
resemble the lesions of tuberculosis (Altmeier and Cul- 
bertson 1957, Merendino 1957). A history of having 
visited or travelled through an endemic area suggests the 
correct diagnosis, especially when the coccidioidin skin- 
test is positive. Diagnosis is confirmed by finding the 
organism in the sputum, in local discharges, or in biopsy 

material (Salvin 1959). 

The acute form is difficult to treat with any form of 
therapy intended to raise the resistance of the body to the 
organism. Amphotericin B is under investigation as a 
chemotherapeutic agent, but its value is still undetermined. 
(Hyde 1958, Littman et al. 1958, Seabury and Dascomb 
1958, Winn 1957 and 1959.) There seems to be little 
danger of reinfection from these residual lesions and 
surgery is usually reserved (1) for cavities over 4 cm. in 
diameter, or for those enlarging, (2) for recurrent hemo- 
tysis, (3) for secondary infection, or (4) for the complica- 


tions of cavity rupture. In endemic areas, solid discrete 
pulmonary lesions are quite common and are usually kept 
under observation by periodic radiography, since excision 
of all “ coin lesions ” would be impracticable. In nop. 
endemic areas, lesions are usually excised, to aid accurate 
diagnosis, since differentiation from an early broncho- 
genic carcinoma or tuberculosis may not always be pos- 
sible. Lobectomy is usually the procedure of choice 
because of the presence of satellite granulomas, undiag. 
nosed by radiography. This operation should not be 
regarded as curative any more than it is in tuberculosis 
(Grier et al. 1949, Cotton et al. 1957, Merendino 1957, 
Melick 1957, Timmes and Baum 1957, Hyde 1958, Gold. 
man 1959, Small 1959). Before surgery, ascertainment of 
bronchiectasis, and accurate location of the cavity by 
endoscopy and radiography, are necessary (Birsner 1954, 
McCarthy and Misra 1959). Postoperative dissemination 
is negligible; early ambulation and return to work in about 
a month is usual (Goldman 1959). 


Summary 
A young white man without symptoms was found to 
have a right upper lobe pulmonary infiltration which could 
not be definitively diagnosed on the basis of skin tests, 
sputum studies, bronchoscopy, or supraclavicular fat-pad 
biopsy. A segmental resection revealed the lesion to be 
the effect of coexistent coccidioidomycosis and active 
pulmonary tuberculosis. 
This is thought to be the first reported instance of this 
combination in England. 
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. a peculiarly revealing inconsistency does not appear to 
have received any attention. When the pathologist of one 
hospital examines sections of tissue removed from a patient and 
expresses an opinion on the character of a lesion or the identity 
of a tumor, his opinion is accepted by the other members of 
the staff. But if the same patient should subsequently be 
admitted to another hospital, the opinion of the first pathologist 
is not accepted . . . Thus, the phase of pathology that is com- 
monly known as microscopic pathology rests partly on the faith 
of physicians who rely on a particular pathologist. This kind 
of faith often depends on the pathologist’s personality, and 
some pathologists i impress their personalities on others to such 
a degree that their opinions acquire the prestige of dogmas.” 
—ARTHUR U. DESJARDINS, M.D., Arch. intern. Med. 1960, 106, 
596. 
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Reviews of Books 


The Mentally Subnormal 
The Social Case Work Approach. Editor: MARGARET ADAMS, 
social worker, mental-health services, London County Council. 
London: William Heinemann. 1960. Pp. 271. 25s. 


Social Rehabilitation of the Subnormal 
HERBERT C. GUNZBERG, PH.D., F.B.PS.S., consultant psychologist, 
director of psychological services, Monyhull Hospital, Birming- 
ham. London: Bailliére, Tindall, & Cox. 1960. Pp. 263. 27s. 6d. 

THE new Mental Health Act will turn the attention of many 
people besides doctors towards various types of mental 
abnormality. It is to be hoped that mental deficiency, now 
legally known as subnormality, will not be the least important. 
The subject has been quietly ignored by many for generations, 
to an extent which suggests strong unconscious resistances: 
for we can scarcely deny its importance in extent and in 
intensity, in clinical work and social. It took the Royal Com- 
mission’s findings to point out that much more could be done 
for defectives, even under the old Acts. We therefore welcome 
wholeheartedly a number of new textbooks, and especially 
these two which deal with the social problems of the defective. 
With many patients discharged already under the first reviews, 
there is increasing pressure on social workers to learn more of 
the subject; for hospitals, general practitioners, and relatives 
will all be making demands on their services. 

Mrs. Adams must be congratulated on her vision and energy 
in persuading a set of eminent contributors to produce The 
Mentally Subnormal. Dr. Kenneth Soddy’s description of the 
clinical picture stands out for its clarity and conciseness; and 
the three last chapters on employment and occupations (Dr. 
A.M. Clarke, Dr. A. D. B. Clarke, and Mrs. Adams), social 
research (Dr. J. Tizard), and training (Miss K. McDougall) 
all describe recent work and the present situation in a way that 
stimulates thought about the needs of the future. There are 
also clear accounts of the history of the subject, and we are 
reminded (as we need to be) of the success of training centres 
and home education. 

The descriptions of the general principles of casework, and 
of various types of work in the community and in the hospital 
are less successful, being too repetitive. Much of what is said 
here on parental reactions and their treatment has been already 
covered more simply and concisely in Dr. Soddy’s chapter. 
No doubt the precise role of the social worker needs amplifying, 
and this should be a very important part of the book; but 
chapters 111, IV,.and vi (which occupy half the pages) need 
recasting for future editions, which we hope will follow. As 
Dr. Tizard puts it elsewhere, “ the problems of counselling 
and of communication generally need a lot more study ”; and 
this applies to parts of this book. 

Dr. Gunzburg’s book is a much deeper view of a narrower 
part of the subject: it is essential reading for anyone directly 
concerned in the education and training of the subnormal. 
Naturally, the author describes the programme of rehabilitation 
carried out by his colleagues and himself; and he derives the 
principles set out here from his considerable experience. His 
book will be a classic for the few engaged in detailed work of 
this kind. But it has a wider appeal, and can be cordially com- 
mended to the many, in society and in industry, who need to 
understand the mind and behaviour of the subnormal. It is 
disturbing to reflect that certain chapters, notably those on 
counselling and on occupation and training, can certainly be 
read with profit by people who have to manage normal firms and 
companies; for they will readily recognise the behaviour 


disorders and failure of communication here described as 


“subnormal ”. This will not, of course, surprise Dr. Gunz- 
burg, who emphasises elsewhere that performance on tests is 
due as much to emotional reactions of the moment as to 
intellectual capacity—a point curiously hard for managers, 
trainers, and even psychologists to act upon. 

These two books should be read in conjunction, for whereas 
Mrs. Adams’ was written from the social worker’s viewpoint, 


Dr. Gunzburg sees things from the patient’s angle. The only 
criticism is that occasionally he seems to ignore the patient’s 
effect on society. The idea of a subnormal person gaining a 
driving licence, before he can read any of the Highway Code or 
more than a few road signs, will raise eyebrows, if not goose- 
flesh. Yet the author’s optimism, persistence, and detailed 
programme are necessary if we are at last to discard the idea 
of the incurable unemployable defective. 


Interpersonal Relationships in the Hospital 
WARNER F. BOWERS, M.D., M.SC., PH.D., chief, general surgery 
service, Tripler U.S. Army Hospital, Honolulu. Springfield, 
Ill.: Charles C. Thomas. Oxford: Blackwell Scientific Publica- 
tions. 1960. Pp. 125. 40s. 

Pernaps this little book might best be described as a medical 
How to Make Friends and Influence People. Written as a sort 
of extended essay by an unusually perceptive surgeon, it 
describes and illustrates how relationships go wrong between 
doctors and their colleagues, their patients, patients’ relatives, 
subordinates, and administrative staff, and it offers much 
excellent practical advice on various neglected aspects of 
hospital life and practice. It may be rather tilted towards 
litigation (and its avoidance), for this seems much commoner 
in the U.S.A., where Dr. Bowers believes that 90% of doctors 
sued are not guilty of technical error. Legal action represents 
the ultimate in the destruction of the doctor/patient relation- 
ship, and undoubtedly a wiser approach to the patient and his 
family would avoid a great many actions. The chapters on 
malingering and what to say to a patient with a fatal disease 
are particularly sound, though when he discusses how to 
present “‘ sensitive” data before patients on teaching rounds 
he might have advised his readers to retire and discuss the 
case in private. Some comments on fees and insurance 
benefits are happily of scant relevance in this country, and the 
liberal sprinkling of earnest quotations from Confucius onwards 
become irritating. Again, the author is not quite at his best in 
his classification of people troubled by disorders of mind or 
personality who come (or want to come) for surgery. 

Though little that Dr. Bowers says is new, and much of it is 
just common sense, these are things that cannot be said too 
often, and we recommend the book for compulsory reading 
during the pre-registration year. 


The Detection of Secret Homicide 
A Study of the Medico-legal System of Investigation of Sudden 
and Unexplained Deaths. J. D. J. HAVARD, LL.B., M.B., barrister- 
at-law, Middle Temple. Edited for the Institute of Crimino- 
logy, University of Cambridge, by L. RADZINOWICZ, LL.D. 
London: Macmillan. 1960. Pp. 253. 35s. 

BEFORE a murder can be solved it must be discovered, and 
this scholarly book deals in considerable detail with the ways in 
which a murder may be exposed and brought to the notice of 
investigating authorities. The development of the English 
medicolegal system of dealing with sudden and unexpected 
death is traced from the 12th century to modern times: a survey 
of absorbing interest, throwing a searching light on social 
conditions and moral outlook in earlier ages when the murder 
of adults and children, sometimes for trifling profit, was known 
to be common, even though many cases must have remained 
secret. Emphasis is given to the apathy and recurrent antagon- 
ism which seriously retarded the development of the system, 
despite the great need for increased safeguards of life; but 
gradually prejudice was overcome and the worst defects were 
rectified. 

The account of the contemporary situation, however, shows 
that there is still little justification for complacency: it can be 
very easy to have a death certified as “‘ natural ”’, and the death 
of a chronically ill patient at first certified as natural has often 
later been found to be due to deliberate or accidental violence. 
This is disturbing reading, especially in conjunction with a later 
remark that more than 100,000 bodies a year are buried without 
being seen after death by a doctor. One chapter is concerned 
with the necessity for expert necropsy after sudden or unex- 
plained death, because many murders were initially overlooked, 
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either because there was no necropsy or because the body was 
examined by someone inexperienced in medicolegal work. The 
remark in this chapter that necropsies for coroners in London 
are always carried out by forensic pathologists is incorrect. 


Much attention is given to the certification and registration of 


deaths, including the problems involved in stillbirths, and the 
channels along which information can reach the coroner. 

A highly critical approach is maintained throughout this 
book, but the final chapter suggests remedies for many of the 
present weaknesses. Among these suggestions are a compre- 


hensive reorganisation of the coroner system, improvement of 


the certification and registration of death, more direct and 
speedier reporting to the coroner, safeguards for cremation, 
burial at sea, and embalming, and tighter regulations concern- 
ing stillborn infants. 

The book is very well documented and errors are few. An 
intricate topic has been most carefully and lucidly presented, 
and there is much here to stimulate thought in anyone whose 
ambit includes medicolegal affairs. 


Law for the Rich 
A Plea for the Reform of the Abortion Law. ALICE JENKINS. 
With a foreword by GLANVILLE WILLIAMS, LL.D., F.B.A. London: 
Victor Gollancz. 1960. Pp. 95. 15s. 

In this short book written, she tells us, in her 72nd year, 
Mrs. Jenkins describes the efforts of what Dr. Glanville Williams 
calls a pressure-group to secure reform of the law against 
abortion. Of the group’s humanity, courage, patience, and 
devotion there can be no question and it takes some hardihood 
to deny that the existing law—unequal, at once terrifying and 
ineffectual, and part cause of the great sum of misery, impaired 
health and lost lives associated with illegal interference with 
pregnancy—needs reform. What to put in its place is a far 
more difficult question. 

This group—the Abortion Law Reform Association—believes 
that a pregnant woman should have the right to decide whether 
her pregnancy should go to term; and, though a far more 
moderate Medical Termination of Pregnancy Bill, drafted by 
Dr. Glanville Williams, appears in an appendix the group 
apparently regards it as only an interim measure. It remains 
to be seen what they think of Mr. Kenneth Robinson’s Bill 
which will have a second reading on Feb. 10. 

Neither Mrs. Jenkins nor Dr. Glanville Williams seems quite 
to realise what the practical implications of their proposed 
reforms are. If the present law is to be changed, someone must 
be given life-or-death power over the conceived unborn until a 
certain time after conception. How long shall this time be ? 
How shall it be determined and who shall decide? The 
pregnant woman, husband and wife, a tribunal, one doctor or 
more than one, are possible candidates and there are obvious 
objections to any or all. At present the doctor practises on the 
basic principle that he does not take life (save exceptionally to 
save life); to ask him to depart from it is not a small matter and, 
for the sake both of the common good and of the profession of 
medicine, the conditions under which he does so depart must 
be very clearly defined. 


Space Biology 
The Human Factors in Space Flight. JAMES HANRAHAN, Davip 
BUSHNELL. London: Thames & Hudson. 1960. Pp. 263. 35s. 
WHENEVER America or Russia sends a new device out of the 
atmosphere, some newspapers discuss what they call the “‘ space 
race’. This new book from America has won another sort of 
race, the race to get an account of “‘ the human factors in space 
flight ” into print; and it bears some signs of hurried prepara- 
tion. No doubt there were competitors in hard pursuit. 
Despite a chapter on philosophy, religion, education, music, 
painting, and literature, the book is largely a catalogue of the 
events, experiments, and personalities of the American effort 
in space research. The authors are to be congratulated on their 
energy and tenacity: they have collected all relevant (and 
some not entirely relevant) pieces of information on the subject; 
and they seem to have included the full names of any of their 


countrymen who have done anything, said anything, or written 
anything about space. This punctiliousness sometimes makes 
dull reading, but it serves to balance the racy jounalistic style 
of the writing. Nevertheless, the book is a useful up-to-date 
summary of progress in the new exploration, especially since jt 
contains almost every possible reference in easily readabie form, 

It is impossible to read this account without marvelling at the 
immense efforts Americans have made to solve the scientific, 
technological, and biological difficulties that face them. The 
number of commercial firms, universities, service institutes, 
laboratories, and other Government agencies partly or wholly 
engaged on space research is remarkable; and the single- 
minded determination and courage of some of the experi- 
menters commands the greatest respect. Many of the ideas 
and the suggested solutions seem farfetched: for example, the 
proposal that, like Hansel and Gretel, the space traveller should 
keep alive by nibbling portions of the ship, the internal struc- 
ture of which is to be entirely edible; or that, to protect him 
against the effects of acceleration, he should be entirely 
immersed in the liquid rocket fuel. Yet many were inclined 
to mock at attempts to intercept, in a net drawn by an aircraft, 
an object falling through the skies above the Pacific—a catch 
which, after many failures, the Americans have twice brought 
off. 

The book gives all the facts about space and how to get ready 
to explore it. For the general medical reader (or his son just 
entering medical school) it is an inexpensive and unexacting 
way to prepare for and understand the next exciting steps in 
the exploration of the universe. 


Behavior Genetics 
JoHN L. FuLier, Roscoe B. Jackson Memorial Laboratory; 
W. RosBert THOMPSON, Wesleyan University. New York and 
Londor: John Wiley. 1960. Pp. 396. 72s. 

THE two American authors have each had wide experience 
of research into the genetics of intelligence and behaviour in 
lower mammals, such as dogs, rats, and mice. In this valuable 
work they set out what is known of the inheritance of human 
intellectual abilities, personality and temperament, and mental 
disorder against this background of experimental work in 
animals. There is substantial agreement between the animal 
findings and the human data in showing that genetic factors 
contribute much to the variation found in mental qualities. 
Unfortunately, the animal experiments as yet add little to our 
understanding of the genetic mechanisms involved. 


The Practice of Medicine (2nd ed. London: J. & A. 
Churchill. 1960. Pp. 973. 37s. 6d.).—The second edition of 
this popular textbook is a notable achievement. Not only has 
Sir John Richardson been able to make it slightly shorter 
than the first, but he has reduced its size and thickness so 
successfully that it now weighs only about 3'/, Ib. instead of its 
old weight of 7!/,1b. This slimming process is much to be 
welcomed, especially since the fat has, as it were, been taken 
off where it was least wanted. Certain sections have been 
reduced, but the policy has been that where a subject is well 
known less space has been given to it than where several possi- 
bilities have to be discussed. The only question here, of course, 
is to decide by whom the subject is well known: if the reader 
is a medical student at the beginning of his clinical medicine 
he may at times feel the need for amplification. This possible 
complaint is, however, well compensated for by the clear style 
of most of the writing, and the generally practical and decisive 
attitude which nearly all the authors have adopted. There is a 
new section on fungus diseases of the lungs, and references 
to much new work. More emphasis might usefully be given to 
ischemic heart-disease and atherosclerosis, compared, say, 
with chronic valvular disease of the heart; and less perhaps to 
syphilis, which has more pages than both the first two con- 
ditions combined, even without including central nervous 
lesions. But these are matters of opinion and do not detract 
from the value of this competent and useful book, for which 
the editor, authors, and publishers deserve much credit. 
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Genetic Hazard of Medical X Rays 


DisQuiET over the possible genetic effects of medical 
radiology was aroused by the Medical Research Council’s 
report ! in 1956; and soon afterwards the then Minister 
of Health announced the formation of a committee, 
with Lord ADRIAN as chairman, to “‘ review the present 
practice in diagnostic radiology and the use of radio- 
therapy in non-malignant conditions . . . and to make 
recommendations ”. The committee found their task 
long and involved. Their interim report ? last year dealt 
with mass miniature radiography, and the second 
report,?> published this week, analyses the genetic 
hazards of medical radiology; the somatic hazards are 
still under study, and presumably a further report c on 
these will follow. 

The committee’s main conclusion is that there is no 
need for major restriction in radiological practice. 
They estimated the annual genetic dose to the popula- 
tion of this country—i.e., the dose which would have 
to be given to everyone to produce the same genetic 
effect as the doses actually received. Medical diagnostic 


radiology contributes an annual average of some 14 milli- 


roentgen (mr) per person, compared with “ at least 22 ” 
estimated in 1956 * ; and therapeutic radiology adds just 
over 5 mr, for which there is no previous figure for 
comparison. These values are undoubtedly much more 
reliable than earlier estimates, the accuracy being put 
at better than +10°%. The reasons for this precision 
include the fact that statistical data were obtained from 
the 1500 hospitals of the National Health Service which 
have X-ray equipment, thus enabling the distribution of 
examinations between the different types and the various 
age-groups of patients to be determined more accurately 
than before. An idea of the scope of the work behind 
the report can be given by some figures: in 130 hos- 
pitals, about 60 physicists carried out 13,800 measure- 
ments of the radiation received by over 5400 patients. 
This is a much vaster survey of radiation dose than any 
so far attempted anywhere in the world, and the varia- 
tions of technique and dose that were found between 
one hospital and another fully justify the scale of this 


inquiry. 


H.M. Stationery 


1, Hazards to Man of Nuclear and Allied Radiations. 
Office, 1956. Cmd. 9780. 
2. Committee on Radiological Hazards to Patients: 
H.M. Stationery Office, 1959. See Lancet, 1959, i, 975. 
Radiological Hazards to Report of Adrian Committee. 
H.M. Stationery Office. 1960 114. 6s. 
4. Osborn, S. B., Smith, E. E. Lae, 1956, i, 949. 


Interim Report. 


In male patients the dose to the scrotum was measured 
directly, but in females estimates of skin dose were 
made in the centre of the X-ray beam and over the 
ovary; an electronic computer converted these to ovary 
doses, using a series of measurements carried out on a 
model designed to absorb and scatter X rays in the 
same way as a human body. For many types of 
examination the mean values of gonad dose per 
examination thus derived are similar to those previously 
reported.*-’? For some, such as pelvimetry and salpingo- 
graphy, the dose now reported is lower than earlier 
figures; and this may reflect the publicity of the past 
few years about possible hazards of obstetric and 
gynecological radiology. Other examinations, such as 
chest radiography, show a high average, because in 
some hospitals techniques were poor and the gonads 
were in the primary beam; indeed, the gonads were in 
the beam for 10°, of all chest radiographs of males 
recorded in detail, and for as many as 51°%, of those for 
females. Consequently, radiology of the chest provides 
as much as 5% of the genetic dose due to diagnostic 
radiology. Obstetric radiology contributes a third of the 
total, and irradiation of the pelvis and femur another 
third. Separate surveys of mass miniature radiography 
of the chest and of dental radiography showed that these 
each contributed only about a thousandth of the annual 
genetic dose. Of the much smaller dose from radio- 
therapy, only 10% is attributable to the treatment of 
malignant disease, partly because patients are often 
sterilised by the treatment, and partly because they are 
older and therefore less likely to have children. More 
than half the total radiotherapy dose comes from the 
treatment of skin conditions, and most of the remainder 
from the treatment of ankylosing spondylitis. Only a 
small proportion of the total can be attributed to radio- 
active isotopes used in diagnosis and therapy. 

Two striking points emerge from the dose survey. 
Firstly, the gonad dose in diagnostic radiology is not 
necessarily reduced by making the beam of X rays more 
penetrating: an optimum is reached at about 70kV 
with 1 mm. of aluminium filter. Secondly, a few hos- 
pitals with faulty techniques can contribute a large 
fraction of the total genetic dose, and the same is 
probably true for the radiotherapy of non-malignant 
conditions. It is estimated that the total annual genetic 
dose of 19-3 mr could probably be reduced to about 
6 mr, simply by the universal adoption of careful 
techniques giving low doses to the gonads. A similar 
point was made, in a less striking way, by Larsson ® 
in his assessment of the genetic dose in Sweden. 

In the report several specialist panels make many 
useful suggestions about how the dosage could be 
reduced without affecting the value of radiology in the 
various specialties; and they deserve careful study. The 
main recommendations (summarised on p. 1292) are clear 
and forthright, but not very revolutionary, and they are 
similar to those of committee 11 of the International 


. Stanford, R. W., Vance, J. Brit. F. Radiol. 1955, 28, 387. 

. Martin, J. H. Med. F. Aust. 1955, ii, 806. 

” Laughlin, J. S., Meurk, M. L., Pullman, I., Sherman, R. S. Amer. F. 
Roentgenol. 1957, 78, 961. 

. Larsson, L. E. Acta radiol. suppl. 157, 1958. 
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Commission on Radiological Protection.* Most of them 
are already observed in the best radiological depart- 
ments, but their universal adoption will cost effort and 
money; we hope that both will be amply provided. For 
instance, light-beam diaphragms are recommended; 
gonad shields “should invariably be used” where a 
high gonad dose can be prevented by their use; image 
intensification should be more widely used; all equip- 
ment should be checked regularly, and the development 
of automatic devices encouraged; adequate medical and 
technical staff should always be available, and suitable 
training given in radiological hazards. It is certainly 
going to be hard to supply enough well-trained radio- 
graphers to staff fully every X-ray department in the 
country. And if, as seems very likely, it is impossible 
without a big increase in their salaries, the money must 
be provided. A smaller point of interest is that the 
localisation of metal foreign bodies by fluoroscopy is 
deprecated because “ electronic metal-locating equip- 
ment is now available”. Such equipment has been 
described from time to time,!® but is, we believe, 
available commercially only from America; we hope that 
similar British-made apparatus will be on the market 
before long. 


Most of the recommendations, however, will cost 
little more than careful thought to implement. Previous 
X-ray examinations or courses of radiotherapy should be 
investigated before a patient is further exposed to 
radiation; the X-ray beam should be of the minimum 
practicable dimensions and when possible should be 
diverted away from the gonads; fluoroscopy should 
be replaced by radiology whenever possible, and should 
in any case be preceded by ten minutes’ dark adaptation; 
fast films and screens should normally be used. Of 
these measures, undoubtedly the most important is 
reduction of the size of X-ray beams to the minimum 
necessary; and the authoritative re-statement of this 
point in the report should carry great weight. 

Lord ADRIAN’s committee, and those who have worked 
with them, are to be congratulated on the monumental 
task described in their second report. They have con- 
tributed to a better understanding of how the benefits of 
radiology can be enjoyed in our generation without serious 
risk of accumulating genetic debts for our descendants 
to pay. While the genetic dose from radiology is smaller 
than was at one time feared, and is smaller than that in 
many other countries, it is, as the report remarks, much 
greater than necessary and should therefore be reduced. 
They have thus skilfully contrived to reassure the general 
public about X-ray examinations while admonishing 
those radiologists and, more especially, other doctors 
who do not ensure that adequate precautions are taken to 
protect their patients as well as themselves and their staff. 
We hope the Adrian recommendations will be promptly 
followed by hospitals and doctors with X-ray equipment, 
without the need for regulations or legislation. 

“9, Recommendations ¢ of f the International Commission on ~ Radiological 
Protection. Report of Committee 11 on Protection Against X-rays 
up to Energies of 3 MeV and Beta- and Gamma- og from Sealed 
Sources. Oxford: Pergamon Press. 1960, Pp. 84. 2 

10. Lancet, 1941, ii, 517; thid. 1957, ii, 760; ibid. 1959, i, Si2. Moorhead, 


Bade Amer. med. Ass. 1943, i21, 123; Berman, s., J. J.in 
Medical Physics (edited by 0. Glasser). New York, 1950. 


Chemoprophylaxis in Chronic Bronchitis 

THE first recognisable pathological change in chronic 
bronchitis is hyperactivity of the bronchial mucous 
glands,' which clinically is reflected in viscid, grey 
sputum; but sooner or later pathogenic organisms are 
apt to gain a foothold in the bronchial tree and infection 
may become an important factor. Acute episodes 
require prompt treatment, first, because they may 
produce sudden, disastrous deterioration of lung 
function, and, secondly, because residual broncho- 
pulmonary damage should be minimised in order to 
prevent further permanent encroachment on the 
respiratory reserve. MULDER’s original work,’ since 
amply confirmed,*~* indicated that the pyogens most 
commonly associated with infection in chronic bron- 
chitis and bronchiectasis are Hemophilus influenze and 
the pneumococcus, and it is now accepted practice to 
prescribe in the first instance chemotherapy effective 
against both these organisms—a combination of 
penicillin with streptomycin, chloramphenicol, or one 
of the tetracycline group of drugs. 

But, if it is good to cut short acute episodes of 
infection, it is obviously better to prevent them, and 
several workers have investigated the possibilities of 
chemoprophylaxis. Streptomycin must be given by 
intramuscular injection, and long-continued chloram- 
phenicol administration may produce blood dyscrasia; 
so one of the tetracycline group of drugs has usually been 
employed in a dosage varying between 0-25 g. and 3 g. 
per day.°!® But, despite encouraging results in the way 
of reduced sputum and fewer disabling exacerbations, 
chemoprophylaxis has not so far been generally adopted; 
and two investigations in which the findings were at 
odds with those of previous studies have reinforced this 
cautious attitude: despite the relative ineffectiveness of 
penicillin against H. influenze the British Tuberculosis 
Association 1’ found that phenoxymethylpenicillin 
(624 mg. daily) did as well as tetracycline (0-5 g. daily) 
in cutting short exacerbations (though neither drug 
diminished their frequency); and PripiE et al.'* failed 
to detect any worth-while benefit from the administra- 
tion either of phenoxymethylpenicillin (500 mg. daily) 
with sulphadimidine (2 g. daily) or of oxytetracycline 
(0-5 g. daily). . 

1. Reid, L. M. Lancet, 1954, i, 275. 

2. Mulder, J. Acta med. scand. 1938, 94, 98. 

3. Mulder, J. ¥. Path. Bact. 1940, 50, 317; Proc. R. Soc. Med. 1956, 49, 
773. Mulder, J., Goslings, W. R. C., van der Plas, M. C., Cardozo, P. 
Acta med. scand. 1952, 143, 32. 

. Elmes, P. C., Knox, K., Fletcher, C. M. Lancet, 1953, ii, 903. 

. May, J. R. ibid. p. 534; ibid. p. 899; ibid. 1954, ii, 839. 

—* E. C., Allison, P. R., Zinnemann, K. Brit. med, F. 1956, i, 

gd W., Willoughby, M. L. N., Bromley, L. L. Lancet, 1957, 

ii, 

Lees, A. W., McNaught, W. ibid. 1959, ii, 1112. 

. Helm, W. H., May, J. R., Livingstone, J. L. ibid. 1954, ii, 630; ibid. 

1956, i, 775. 

. McVay, L. V., Sprunt, D. H. Arch. intern. med. 1953, 92, 833. 

. Edwards, G., ‘Buckley, A. R., Fear, 4 C., Williamson, G. M., Zinne- 
mann, K. Brit. med. F. 1957, ii, 259. 

. Edwards, G., Fear, E. C. ibid. 1958, ii, 1010. 

13. Moyes, E. N, Kershaw, R. A. Moe 1957, ii, 1187. 

14. Buchanan, J., Buchanan, W. W., Melrose, A. G., McGuiness, J. B, 

Price, A. U. tbid. 1958, ii, 719. 


15. Moyes, E. N., Kalinowski, S. Z. eg Lond. 1959, 40, 112. 
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18. Pridie, R. B., Datta, N., Massey, D. G., Poole, G. W., Schneeweiss; J. 
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In view of the uncertainty of the place of chemo- 

prophylaxis in the management of chronic bronchitis, 
a report by NoacH '® of further experience of tetra- 
cycline prophylaxis in a Swiss hospital is welcome. He 
studied 13 chronic bronchitics all of whom were subject 
before admission to hospital to frequent episodes of 
infection. ‘They remained in hospital throughout the 
period of investigation; and accordingly supervision 
of progress was close and continuous. Patients were 
accepted for the trial only if their sputum could first 
of all be sterilised by the administration of antibiotics 
in full doses, and the dose of tetracycline required to 
keep the bronchial tree sterile was then determined by 
serial bacteriological examinations. In 6 cases 500 mg. 
daily, and in 5 cases 750 mg. daily, was required; in 2 
cases even a dose of 1 g. daily was not enough. In the 
ll cases in which effective tetracycline prophylaxis’ was 
achieved, infection-free periods of from 140 to 192 days 
were observed, whereas before admission to hospital 
the mean infection-free period had varied from 3 to 21 
days. After infection-free periods lasting at least ten 
times longer than the average infection-free period 
before the start ‘of the trial, six control periods without 
tetracycline were intercalated in 5 cases: in three of these 
six control periods the sputum rapidly became infected 
again. In conformity with previous experience the 
dominant organisms found in sputum before prophylaxis 
were H. influenze and the pneumococcus: Neisseria 
catarrhalis was also rather commonly found, and 
NoacH considers that it should be regarded as a potential 
pathogen. During tetracycline prophylaxis bacteria less 
commonly associated with bronchial infection made 
their appearance—K/ebsiella pneumonia, proteus, Pseudo- 
monas aeruginosa, and Staphylococcus aureus—and, 
although they often disappeared spontaneously without 
causing symptoms and without altering the character 
of the sputum, sometimes they produced clinical 
deterioration, occasionally even when still tetracycline- 
sensitive. 
NoacH concludes that tetracycline chemoprophylaxis 
may be of great value to the chronic bronchitic with 
frequent exacerbations of infection, but he emphasises 
that for the best results it is essential first of all to 
sterilise the bronchial tree and then to give a high 
enough maintenance dose of tetracycline to keep it 
sterile. The macroscopic appearance of sputum, he 
believes, is not a sufficiently accurate guide as to whether 
infection is present or not: careful bacteriological con- 
trol cannot be dispensed with. Although he does not 
deny that tetracycline chemoprophylaxis may still be of 
benefit even in cases where the sputum has not been 
sterilised, he points out that there is a risk of the patient 
finishing up with a bronchial flora resistant to tetra- 
cycline and perhaps to all available antibiotics. He does 
not favour the immediate and automatic treatment of 
infective episodes with 1 g. tetracycline for 5 to 7 days, 
since he believes that this dosage may fail to eradicate 
bronchial infection completely. 


Nevertheless, good results have been claimed for 


19, Noach, A. s. ‘Inau ral dissertation for the degree of doctor of medi- 
cine, University of Ziirich. Amsterdam: H. J. Paris. 1960. 


this method,’ *! and, since with it supervision is 
relatively easy, it seems worth further trial in bronchitics 
whose respiratory tracts are not chronically infected. 
For patients seriously disabled by infection, continuous 
prophylaxis seems clearly preferable; and this is a more 
onerous undertaking. While the balance of evidence 
suggests that it may have a valuable place in the manage- 
ment of chronic bronchitis, more knowledge is needed 
about the type of case for which it is appropriate and 
about the conditions which determine success or failure. 
It should be unnecessary to justify effective prophylaxis 
on economic grounds; but, all things considered, it is not 
expensive.!* 2 Ineffective prophylaxis, on the other 
hand, is not only costly: it is potentially dangerous to the 
patient and to others as it may produce a drug-resistant 
bronchial flora. Thus, until further information is forth- 
coming, continuous chemoprophylaxis should perhaps 
be undertaken only where progress can be fully checked 
and the results analysed. 


Annotations 


GHANA AND LIVERPOOL 


In Ghana the National Research Council has decided to 
establish an Institute of Tropical Medicine and Endemic 
Diseases, to be developed in close association with the 
Liverpool School of Tropical Medicine. Formed in con- 
sultation with Prof. B. G. Maegraith, dean of the school, 
the scheme was instigated by the President of Ghana, Dr. 
Kwame Nkrumah, who has taken a great interest in it 
since its inception. 

The institute will give courses of training to Ghanaian 
and expatriate medical graduates who have been trained 
abroad and intend to practise in Ghana. Until there is an 
undergraduate medical school in Ghana, most doctors who 
work in that country are likely to have been trained largely 
in curative medicine as practised in Europe and America— 
without the emphasis on the social and preventive side of 
community-wide disease that is necessary for practice in 
rural tropical areas. The courses given by the staff of the 
new institute will be designed to meet this rather different 
need; and perhaps at some later stage the teaching now to 
be evolved will prove useful in constructing an under- 
graduate curriculum. At the same time research on 
aspects of the local diseases, and on the vital statistics 
of the country, will be undertaken with the immediate 
object of improving health. Here the work of the institute 
will be complementary to that of the existing medical and 
other services, including the university. 

In these developments the Liverpool school will actively 
assist—e.g., in the recruitment of expatriates and of 
Ghanaians. Full details have not yet been worked out, 
but there will be close liaison between institute and school 
with regard to teaching and research. For instance, the 
school will from time to time second members of its staff 
for short-term projects, including lecturing and research, 
and later some exchange of staff is likely. Also the school 
has agreed to take Ghanaian postgraduates for training in 


20. Elmes, P. C., Fletcher, C. M., Dutton, A. A. C. Brit. med. J. 1957, ii, 
1272 


21. Berry, D. G., Fry, J., Hindley, C. P., Hodson, J. M., Horder, E. J., 
Horder, J. P., Marien, E. A. W., Rea, J. N., Ryle, A., Curwen, M. P., 
Tomlinson, A. J. H. Lancet, 1960, i, 137. 

22. May, J. R., Oswald, N. C. ibid. 1956, ii, 814. 
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research, teaching, hygiene, and so on, and Ghanaian 
technicians will be trained in the school. On the other side, 
housing and laboratory space are to be provided in Ghana 
for members of the staff of the school who have been 
seconded to work there. 


SIMPLE ULCERATION AND CANCER 


THE skin provides ample evidence of the tendency of 
inflammatory or ulcerative lesions to become malignant: 
examples are lupus vulgaris, chronic leg ulcers, and old 
scars from other causes. This tendency may prove to be 
an important factor in the understanding of malignant 
disease; and any evidence indicating universality of this 
trend would clearly be of value. Such evidence has been 
forthcoming from observations on the alimentary tract. 
Here long-continued chronic inflammation may manifest 
itself in gastric or duodenal ulceration, regional enteritis, 
or ulcerative colitis. There is growing evidence that the 
colon has the same malignant potentialities as skin, since 
it is now being accepted that the incidence of malignancy 
is increased by ulcerative colitis 1; that the persistence 
of inflammatory changes is an important contributory 
factor, since this incidence rises with the duration 
of the disease; and that, as in the skin, longstanding scars 
are as dangerous as persistent ulceration since not infre- 
quently cancer develops in cases which have become 
quiescent.2, That no evidence has been forthcoming 
regarding regional ileitis is almost certainly due to the 
relatively recent recognition of this disorder; with rather 
less than thirty years of clinical observation, malignancy 
would only now begin to be identified as a sequel. Crohn * 
himself reported cancer in only 1 of 676 cases, the case 
not being recorded in any detail. But since 1955, when 
Hughes‘ first noted malignancy in a case of regional 
jejunitis, 5 further instances have been reported; and 
now Buchanan et al.5 have reported a further instance, 
and Zisk et al.* 2 instances—though in 1 of these it is not 
clear whether malignancy followed or coincided with 
regional ileitis. In general it is epithelium that is appar- 
ently susceptible; but Hughes’ case was of reticulum-cell 
sarcoma; possibly mesothelium is subject to the same law 
of malignant change but, being less at risk since it is more 
seldom damaged by inflammation, malignant change in it 
is less common. There still remains one great anomaly: 
why does persistent duodenal ulceration not give rise to 
cancer ? 


PRISONS IN WILD PLACES 


Dartmoor Prison was started in 1806 to hold French 
prisoners-of-war, and it did not receive convicts until 
1850. In its earliest days it was described as “a great 
tomb of the living ”.? Since then it has been much rebuilt 
but not greatly improved. The fabric of the building has 
latterly needed more and more attention: the perimeter 
wall crumbles intermittently away, nor are some of the 
staff quarters in much better shape. For these and less 
material reasons, the Home Secretary’s recent decision ® 
. Slaney, G., Brooke, B. N. Lancet, 1958, ii, 694. 
. Svartz, Nx Gillnas, T. Amer. J. dig. Dis. 1958, 3, 537. Rosenqvist, H., 

Ohrling, H. , Lagercrantz, R., Edling, N. Lancet, 1959, i, 906. 


. Crohn, B., Yarnis, H. Regional Neitis. New York, 1958. 
Hughes, R. K. Amer. Surgeon, 1955, 21, 770. 


to move the prison to another site has been widely wel. 
comed. Prison officers and their families dislike the life in 
that remote and gloomy place, and, from very different 
motives, the National Parks Commission and the Dartmoor 
Preservation Association will gladly speed the p 
prison. Mr. Butler’s decision was made despite the com. 
mittee of inquiry’s recommendation that the Prison Com. 
mission should be allowed to erect a new prison near the 
old. 

The chief difficulty arising from the Home Secretary’s 
decision is its effect on the Princetown community which 
depends for its livelihood largely on the prison and the 
visitors it attracts. Though the evacuation will be pro- 
tracted, Princetown may ultimately become a “ ghost 
town ”’. Economic development of the Moor has proved 
persistently frustrating: extensive afforestation and cattle- 
raising would be unlikely to bring relief to this furthest 
point from larger centres. 

The move accords well with the present trend in prison 
care and is undoubtedly wise. Adequate staffing plus 
modern methods make the security of a remote site less 
significant. Nearness of industry and ease of access to 
relatives are essential to current ideas about rehabilitation, 
and day-to-day administration will be much easier. Nor 
has the gaunt environment of the Moor helped much in 
reforming the persistent offenders sent there, despite the 
impressive changes in communal atmosphere wrought by 
the last two governors. The Alcatraz approach in the care 
of the mentally and socially ill has fortunately lost its place 
in psychiatry and penology. 


MEDICINE IN THE FACTORY 


A VAST number of premises lie within the province of 
the factory inspectorate—over 220,000 factories, 50,000 
building operations, and thousands of docks, warehouses, 
and works of engineering construction. The larger 
organisations have set up their own health services, which 
have proved successful in the eyes of employers and 
employees alike. But in 97:7% of industrial premises 
fewer than 251 people are employed: half the total labour 
force, subject to inspection, work in these small units. 
Last year, commenting on Lord Taylor’s account of the 
joint industrial health service at Harlow,! we argued 
that the industrial health service of the future might be 
mainly clinical and should be divorced from the duties of 
enforcement carried out by the inspectorate, and that the 
smaller enterprises should combine, as at Harlow and at 
Slough, to provide such a service. There is much, we 
think, in Lord Taylor’s view that preventive medicine 
develops most naturally out of curative medicine—that 
both workers and management listen most readily to 
the doctor who has won their confidence as a clinician. 
Another attraction of this scheme is that, being unofficial, 
it is feasible without controversial legislation and that 
progress could therefore be made at once. 

Meanwhile, as its new report® shows, the factory 
inspectorate is undermanned for its statutory duties. 
At the end of the year there were 409 inspectors, with 
vacancies for a further 30-40; of these only 18 were 
doctors, and 5 of these were working at headquarters. 
This small staff records, analyses, and classifies accidents 
that prevent workers from earning a full wage for more 


pes Amer. %. Surg. 1959, 97, 3 
. Zisk, J., Shore, J. M., Rosoff, L. pi N. B. Surgery, 1960, 47, 970. 
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1 

2 

3 

4. 

5. Buchanan, D. P., Huebner, G. D. » Woolvin, 8. C., North, R. L., Ni k, 
6 

7 

8. Hansard, House of Commons, Dec. 1, 1960, col. 89. 


1. Taylor, Lord. Lancet, 1959, i, 875, 933. 

2. ibid. p. 923. 

3. Annual Report of the Chief Inspector of  ioaee, 1959. Cmnd 1107. 
H.M. Stationery Office. 1960. Pp. 128. 7. 


ON! 
curiou 
the s 
sequel 
phosp 
well 
involv 


which 


than t 

workil 

Acts | 

conce! 

work: 

ever 

persor 

The 

factor, 

these 

medic 

them 

diseas 

ous pi 

kind 

. wants 
kind « 

which 

we ha 

gently 

worke 

find tk 
alone 

which 

somati 

adreng 

which 

andro; 

tion of 

| to pre; 

 corticc 

activit 

annou 
| of Pitt 

struct 

a-cort: 

Pigs) 

specie: 

acid 

termin 

biolog: 

| Hofm: 
| indicat 

| Two 

mones 

the ski 

some 

corticc 

i, 1 

5. Lance 

6. N.Y, 


ison Com- 
N near the 


secretary's 
which 
n and the 
ll be pro- 
qa ghost 
as proved 
nd cattle- 
s furthest 


in prison 
fing plus 
> site less 
access to 
bilitation, 
ier. Nor 
much in 
*spite the 
ought by 
1 the care 
t its place 


night be 
juties of 
that the 
y and at 
uch, we 
nedicine 
1e—that 
adily to 
linician. 
10fficial, 
nd that 


factory 
duties. 
rs, with 
were 
uarters. 
>cidents 
yr more 


nnd 1107. 


pECEMBER 10, 1960 


ANNOTATIONS 


THE LANCET 1289 


than three days (of which there are about 6000 on each 
working day), enforces those sections of the Factories 
Acts designed to prevent accidents, and educates those 
concerned in the causes. This is valuable and fruitful 
work: last year the number of fatalities was the lowest 
ever recorded, though unhappily accidents to young 
persons rose to 11,001 from 9838 in 1958. 


The medical inspectors are helped by the appointed 
factory doctors (2179, mostly employed part-time); and 
these may indeed be regarded as the principal regular 
medical field force the factory department possesses. From 
them comes most of the initial notifications of industrial 
diseases, and they regularly inspect all workers in danger- 
ous processes. But they do not, of course, provide the 
kind of clinical industrial service which Lord Taylor 
wants to see in each locality; nor do they yet constitute the 
kind of medical link between the schools and industry 
which Herford * thinks so necessary. For reasons which 
we have discussed,” * this country still lacks the intelli- 
gently planned industrial medical service to which the 
workers are entitled and for which it could, if need be, 
find the necessary resources; and we cannot feel that time 
alone can be relied on to remedy the defects of a system 
which has never been anything but incomplete. 


ADRENOCORTICOTROPIN 


One of the most intriguing aspects of biogenesis is the 
curious manner in which the animal organism synthesises 
the steroid hormones from acetate. The anabolic 
sequence of acetate (C,), mevalonic acid (C,), isopentenyl 
phosphate (C;), squalene (C;,), and cholesterol (C,,) is 
well established; and, despite the complex changes 
involved, this sequence can be achieved by a variety of 
somatic cells. But only in the endocrine glands, and in the 
adrenal cortex in particular, can the subsequent changes 
which lead to the formation of corticosteroids, progestins, 
androgens, and cestrogens be initiated. Basic to the forma- 
tion of all these hormones is the conversion of cholesterol 
to pregnenolone (36-hydroxy-pregn-5-en-20-one)—a step 
which is promoted and perhaps initiated by the adreno- 
corticotropic hormone secreted by the pituitary. 


The synthesis of a polypeptide with the full biological 
activity of adrenocorticotropin (corticotrophin) has been 
announced by the team of biochemists at the University 
of Pittsburgh led by Dr. Klaus Hofmann.* The essential 
structure of this tropic hormone was defined largely by the 
work of Bell et al.? who established the basic structure of 
2-corticotropin (from sheep) and {-corticotropin (from 
pigs) as a straight chain of 39 aminoacid residues; the 
species difference lies in a slight alteration of the amino- 
acid sequence. This group also established that the 
terminal 11 aminoacid residues were not essential for 
biological activity; and the successful synthesis by 
Hofmann of a 23-aminoacid polypeptide with full activity 
indicates that a further five residues are unnecessary. 
Two peptides—a and § melanocyte-stimulating hor- 
mones—which stimulate the pigment cells and so darken 
the skin of cold-blooded vertebrates, have been known for 
some time to be terminal fragments of the adreno- 
corticotropin molecule; and incidentally to the main work 


4. it, M. E. M.. Youth at Work. London, 1957. See Lancet, 1957, 


5. Lancet, 1952, i, 142. 
6. N.Y. Times, Dec. 3, 1960. 
1. J. Amer. chem. Soc. 1956, 78, 5051, 5059, 5067. 


the Pittsburgh team have synthesised a polypeptide of 13 
aminoacid residues with full melanocyte activity. 

The synthetic adrenocorticotropin is claimed to repre- 
sent the largest protein-like molecule yet synthesised. 
This is indeed a remarkable and important development; 
but synthetic adrenocorticotropic hormone is unlikely to 
supplant, at least in the near future, preparations obtained 
from animals sources, which are eminently satisfactory in 
clinical practice. There is hope that the pure hormone 
will aid study of the mechanism by which the tropic 
hormone acts at its target organ. 


URINARY INFECTION IN THE YOUNG 


Tue dangers of chronic pyelonephritis and the problems 
associated with its treatment have been increasingly 
recognised of late years. Often insidious in its onset, the 
condition may escape recognition until irreversible renal 
damage has occurred, at which stage antimicrobial 
therapy is of limited value. The early detection of urinary 
infection, especially in children, may thus be especially 
rewarding. 

In a survey in a small township in Virginia, Kunin et al.* 
applied screening-tests for urinary infection to 3057 
young people aged 5-20. Clean-voided specimens from 
each sex were subjected to routine laboratory investiga- 
tion, including tests for bacteriuria. From these studies 
it appeared that a colony count of over 100,000 per ml. 
was a useful criterion of infection. Comparison with 
specimens subsequently obtained by catheterisation from 
the girls in this group showed that lower counts were of 
little significance, whereas 43% of those with over 100,000 
colonies in the clean-avoided urine had similar high 
counts in the catheter specimens. In this way 15 girls 
(1%) were found to have significant bacteriuria, but no 
infections were encountered in 1647 boys. In 13 of the 
girls in whom infection was detected urinary disease 
had not previously been diagnosed, and no pus was 
detected in their urine at the initial examination; but 
further investigation revealed significant pyuria in 5. 
Among the 15 girls with significant bacteriuria, excretion 
urography revealed reduplication of the renal pelvis in 2, 
nephroptosis in 1, and hydronephrosis and hydroureter 
in another. Cystograms in 13 of the girls showed vesico- 
ureteral reflux in 2, possible reflux in 2, and a trabeculated 


bladder with suspected bladder-neck obstruction in 1. 


There was no definite correspondence, however, between 
the detection of such abnormalities and the ultimate 
recognition of pyuria. 

While these findings may be of considerable epidemio- 
logical interest it is questionable how far such surveys 
should be extended. Although a large measure of 
parental cooperation was obtained in the community 
in which the survey was carried out, it is debatable 
whether this would always be forthcoming elsewhere. 
The importance of detecting 1% of cases with bactetiuria 
and an even smaller proportion with anomalies of some- 
what doubtful clinical significance has to be balanced not 
only against the psychological disadvantages of such an 
investigation but also against its inconvenience and 
possible risks. The survey is, however, welcome as a 
guide to the pattern of urinary infection in young people. 


Sir Howarp iorey has been elected president of the 
Royal Society in succession to Sir Cyril Hinshelwood. 


1, he C. M., Southall, I., Paquin, A. J. New Engl. J. Med. 1960, 262, 
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S1ncE February, 1952, one of us (W. G.) has made a 
weekly visit to the mental observation unit, St. Pancras 
Hospital, London, N.W.1, for the purpose of giving an 
opinion on cases of neurological interest. By 1958, 593 
patients had been examined. Several of these patients 
were seen on more than one occasion; in all, 679 
consultations were made. 

The unit, formerly administered by the London County 
Council as part of St. Pancras Hospital, now forms part 
of University College Hospital. The medical staff 
comprises the physician-in-charge, two registrars, and 
two house-officers. The consultant staff of University 
College Hospital are available for consultation. Under- 
graduate students from University College Hospital 
Medical School have a period of medical clerkship during 
their general training. Students have opportunities of 
discussing their cases with the registrars, and attend 
twice-weekly case demonstrations given by the physician- 
in-charge. 

The unit contains 71 beds, 35 male and 36 female. 
Most of the patients are admitted under a three-day order 
from the D.A.o. (duly authorised officer), either from 
their own homes or from other hospitals. Less often 
admission is by a police order, or on a voluntary basis. 
90% of the admissions come from the London County 
Council area. 

In the period under review there have been approxi- 
mately 8600 admissions. The yearly number of admis- 
sions over the period has decreased from about 1700 to 
about 700, because many patients nowadays stay in the 
unit for treatment, instead of being transferred as soon 
as possible to mental hospitals. Short-term psychiatric 
treatment is available, and some patients stay for as long 
as three months. 

Cases of great medical interest are to be found in the 
unit (Stokes et al. 1954). Asher (1954) based a very 
interesting paper, the Physical Basis of Mental Illness, on 
cases of organic disease admitted to an observation ward. 

On admission of a cooperative patient, the psychiatric, 
medical, and social history is taken by the house-officer. 
A detailed general examination, with particular attention 
to the central nervous system, is then carried out. The 
blood-Wassermann reaction (wW.R.) is done on each 
patient. In the neurological cases, further examinations, 
such as X-rays of the skull and chest, electroencephalo- 

graphy (E.E.G.), and examination of the spinal fluid are 


* Based on an address to the Association of British Neurologists, April, 1960. 


t Present address: National Hospital, Queen Square, London, W.C.1. 


done. Carotid angiography and air studies of the brain 
are carried out only after the case has been fully discussed, 

Neurological treatment may be undertaken in some 
short-stay patients. On discharge, some go back to their 
homes to attend as outpatients, and some to rehabilitation 
centres. Cases of special neurological difficulty are 
transferred either to the neurological department of 
University College Hospital or to The National Hospital, 
Queen Square. The remainder are transferred to mental 
hospitals, either informally, or as temporary or voluntary 
patients, or under certificate. 

Many of the cases are acutely and dangerously jl], 
Their management demands that all the principles of 
sound medical education are used, especially as there are 
often gaps in the evidence needed for diagnosis. A patient 
admitted in a confused or unconscious state with no 
history of his illness sets in motion a combined operation 
to get useful information from relatives, friends, land- 
lords, police, ministers of religion, and so on. While the 
history search is going on, psychiatric, medical, and 
neurological examinations (often much hampered by the 
patient’s lack of cooperation or violent behaviour) are 
attempted. (Occasionally heavy sedation is required 
before any useful clinical information can be obtained, 
High dosages of intravenous or intramuscular vitamin 
preparations are sometimes very valuable in improving 
mental and physical health.) Special tests such as X-rays 
and laboratory work are often difficult to obtain, and 
clinical judgment has to be relied upon. 

This report provides an analysis of 500 patients referred 
to the neurologist, 287 male and 213 female. In 281 of 
these, neurological lesions were considered to be the 
cause of their mental disorder and the need for admission 
to the unit. In 100, one or more neurological lesions 
were considered to be incidental. In the remaining 199, 
no neurological disorder was discovered. In this last 
group, advice was sought about physical signs of doubtful 
significance such as possible dementia, involuntary move- 
ments, visual-field alterations, appearance of the ocular 
fundi, reflex inequalities or difficult plantar responses, 
and sensory changes. 

Analysis of Neurological Cases 

In table 1, the neurological disorders are set out in 
order of frequency. The discrepancy in the numbers is 
explained by some cases having more than one of the 


disorders listed. The high incidence of epilepsy and 
TABLE I—NEUROLOGICAL DISORDERS 
Num- Num- 
_— ber of — ber of 
cases cases 
Epilepsy : 72 Extensor plantar responses: 
eurosyphilis 71 no diagnosis 
Cerebral arteriosclerosis (aif- sixth-nerve lesion 2 
fuse) 64 | “ Toxic” confusional state | 2 
Alcoholism .. 45 Muscular dystrophy 2 
Cerebrovascular. lesions Friedreich’s ataxia. . 2 
(acute) 25 | Migraine .. 2 
Cortical atrophy, cause un- Diabetic neuropathy % 2 
certain " 20 Tuberculous meningitis .. 2 
Parkinson’s disease . 16 Porencephaly 2 f 
Undiagnosed 15 Jacob- Kreutzfeld syndrome 2 
Head injury (effects 14 | Cerebral anoxia 2 
Disseminated sclerosis : 13 Narcolepsy . 2 
(Cerebral tumour, secondary - 8 Encephalitis - 2 
Peripheral nerve lesions “ 8 Absent ankle-jerks: no diag- 
Drug psychoses 7 nosis 2 
Mental defect ‘i 6 | Isolated third-nerve lesion 1 
Huntington’s chorea 6 Causalgia .. 1 
Cerebral tumour, 5 | Temporal arteritis 1 
Root lesions . See 5 Brachial plexus injury 1 
Optic atrophy Se 4 Isolated Horner’s syndrome 1 
Subarachnoid hemorrhage. 4 
Infantile hemiplegia 3 ing 1 
Poliomyelitis (effects 3 Myotonic u pil es 1 
Cerebral abscess 3 | Alzheimer’s disease 1 
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TABLE II—EPILEPSY 


Chronic alcoholism 
Neuros 

ical atrophy oe 
ital syphilis .. 
Huntington’s chorea. . 
After electroconvulsive therapy 
After leucotomy 


Cerebral abscess 2° 
Tuberculous meningitis 


Total .. 


* Proved by air study. 


cerebral arteriosclerosis is to be expected. The position 
of neurosyphilis second on the list is surprising, and 
suggests that there is no room for clinical complacency 
in the management of this disease. Some brief details 
of the more important clinical groups now follow. 


Epilepsy (72) 

Epileptic fits were considered to be symptomatic of brain 
damage, either structural or metabolic, unless there was 
reasonable evidence to support the diagnosis of constitutional, 
genetic, or idiopathic epilepsy. Of the total of 72 cases of 
epilepsy, 34 were thought to be constitutional. Symptomatic 
cases were 29; in these cases, fits were general in 24 cases and 
focal in 5. In 8 cases, it was impossible to allocate them to 
either group with certainty. 1 patient had severe myoclonic 
epileptic jerks. 

The symptomatic cases were divided in the manner shown 
in table 1. 

The cases labelled ‘“‘ undiagnosed ”’ were of late onset. No 
abnormal physical signs were found. Investigations, short of 
air studies and angiography, were negative. 

In 24 cases, admission was for postepileptic confusional 
states or behaviour disorders. In the remainder, epilepsy was 
incidental. Of the 24 cases admitted for confusion or behaviour 
problems, 12 came from general hospitals, 11 from home, and 
1 from a police-station. 13 of the 24 patients were able to go 
home, 6 were certified, 4 returned to the care of a general 
hospital, and 1 was admitted to a mental hospital as a voluntary 
patient. 

Neurosyphilis (71) 

The 71 cases comprise 69 with clinical neurosyphilis, and 
2 with no evidence of the disease except a positive w.R. Both 
these cases had some other neurological disorder. Of particular 
interest is that in 26 cases the diagnosis of neurosyphilis was 
made for the first time by us in the observation unit. All these 
patients were admitted on account of abnormal and antisocial 
behaviour. 18 cases (between 1957 and 1958) of this series 
have recently been described by Steel (1960). Although in 
many cases the history was unreliable, it is doubtful if any 
large number had had a full course of antisyphilitic treatment. 
The duration of symptoms was often extremely difficult to 
determine, as most of the patients stayed in the unit for only 
a short time, and very often an independent history was 
unobtainable. 20 patients were men and 6 women. 

In all cases, except 3 who refused lumbar puncture, the 
W.R. was positive in both blood and cerebrospinal fluid 
(Cs.F.): in 2 of those refusing lumbar puncture, the w.R. was 
Positive in the blood. 1 patient refused both examinations. 
In every case tested, the C.S.F. protein and cells were raised 
above normal levels, and there was an abnormal Lange curve 
of the paretic type. Most of the cases fit the description of 
general paralysis of the insane, but 4 had tabetic features as 
well. 11 out of 26 had pupillary abnormalities. In several 
cases the signs were very slight. 

In addition to the new cases of neurosyphilis, 43 other cases 
were seen. All these cases had been previously diagnosed and 
had had some form of treatment. All of them had had positive 
serological tests at some time, but in the unit only 5 were found 


still to have positive W.R.s. The C.S.F. was tested in 26 cases: 
in 15 of these it was still abnormal. 


Cerebral Arteriosclerosis (diffuse) (64) 

4 of the patients had epilepsy. The diagnosis was made on 
the positive evidence of arterial disease elsewhere in the body. 
The ocular fundi were found to be abnormal in all the cases. 
Peripheral vascular disease was frequently found. Several of 
the patients had already had cardiac infarcts. About a third of 
the patients were hypertensive. 


Alcoholism (45) 

Alcoholism accounted for 45 cases, 29 men and 16 women. 
In 33 cases, alcoholism was the direct cause of admission, 
while in 12 it was considered to be a contributory cause. 
There was a high incidence (18) of peripheral neuropathy 
manifested by paresthesiz, reflex loss, and sensory change. 
There was 1 example of Wernicke’s encephalopathy. Several 
disturbed and hallucinated patients, not at first recognised as 
alcoholics, proved to be suffering from alcoholism. Visual 
hallucinations, as might be expected, were commonest, but 
auditory hallucinations were also often noted. 


Cortical Atrophy (cause uncertain) (20) 

The group was entirely separate from the arteriosclerotic 
group, and might best be termed “ cortical atrophy without 
evidence of arteriosclerosis”. All these patients were 
demented. 15 had bilateral pyramidal-tract signs. The 5 
others showed no abnormal signs in the central nervous system 
apart from the dementia. 2 of the group had epileptic fits. 
Cortical atrophy was demonstrated by air studies in 16 cases, 
and at postmortem examination in 2 others. In the 2 remaining 
cases, the diagnosis was by presumption. No cases of Pick’s 
disease were diagnosed. No brain biopsies were carried out for 
diagnosis of brain atrophy. 

Undiagnosed Cases (15) 

Some patients caused great diagnostic difficulty. The 
inability to give an accurate history, combined with partial 
or complete lack of cooperation ‘on examination, was respon- 
sible for some of the failures to make a diagnosis. Some patients 
appeared to have the symptoms of several possible syndromes 
inextricably mixed. 

Disseminated Sclerosis (13) 

Disseminated sclerosis accounted for the smallest group to 
reach double figures, and was roughly six times as rare as 
epilepsy. 

Cerebral Tumour, secondary (8) 

In 5 the primary growth was found in a bronchus, in 2 in 
the breast, and in 1 in the prostate. 

Cerebral tumour, primary and secondary, together equalled 
the number of cases of disseminated sclerosis. 

Huntington’s Chorea (6) 

This condition is extremely rare in general hospital practice. 
Subarachnoid Hemorrhage 

4 cases were admitted because of subarachnoid hemorrhage. 
Cerebral Abscess, Meningitis, and Encephalitis (7) 

The number of cases of encephalitis may appear small. The 
possibility of this condition was not neglected, and attempts 
to prove it were made by C.s.F. examination in a number of 
cases. The paucity of cases is probably to be explained by 
chance rather than by diagnostic failure. 

Discussion 

We believe that certain suggestions, if not conclusions, 
emerge from this neurological study of approximately 
5% of 8600 cases admitted to an observation unit over a 
period of about six years. 

Regular weekly visits provide a steady consultative 
service for difficult cases of severe, often acute, illness. 
Discussion of the clinical problems as a combined 
approach by neurologist and psychiatrist promotes 
improved diagnosis and the better therapeutic manage- 
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ment of the patients. Harmony of purpose, not always 
linked with diagnostic agreement, has led to a useful 
exchange of experience at all levels of seniority, and 
between the specialties of psychiatry and neurology. 

Observation-unit practice provides excellent teaching 
material for both undergraduate and postgraduate 
students, and can be valuable in training for higher 
examinations—not only in psychiatry. There can be few 
groups of patients so likely to sharpen the wits of the 
clinician. As Asher (1956) says “‘. . . I have found the 
work a clinically rich and mentally stimulating addition 
to my general medical work which I would be loth to 
relinquish ”’. 

It is impossible to provide the best service for the 
patients without access to a full range of diagnostic facili- 
ties and investigations; and especially, for the cases under 
consideration, to skilled radiology, electroencephalography, 
and clinical pathology. Immediate surgical and general 
medical facilities are also essential, the most important 
perhaps being the assistance of a neurosurgeon. 

In planning for future neurological and psychiatric 
services for the country in general, it may be worth 
considering the possibility of creating regional centres 
sited in such a way as to serve the combined neurological, 
neurosurgical, and psychiatric needs of a population 
group; and to be closely linked with a large general 
hospital. We consider that such units would be far more 
economical and productive of improved results than the 
use of non-integrated specialist appointments, without 
adequate ancillary services. 

We are sincerely grateful to members of the Association of British 
Neurologists for much helpful discussion. 
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RADIOLOGICAL HAZARDS TO PATIENTS 
Recommendations of Adrian Committee 

THE report discussed in a leading article on an earlier 
page is the work of a committee * appointed in 1956 “to 
review the present practice in diagnostic radiology and the 
use of radiotherapy in non-malignant conditions . . . and 
to make recommendations ”. Their proposals for reducing 
the dose of radiation involved in diagnostic radiology and 
radiotherapy include the following: 


General 
There should be clear-cut clinical indications before any 

X-ray examination is undertaken, and it should be ascertained 

whether there has been any previous radiological examination 

which would make further examination unnecessary. For this 
purpose the case sheet should have a section labelled ‘‘ previous 

X-rays ”’. 

* The members of the committee were: Lord ADRIAN, O.M., F.R.S., 
F.R.C.P. (chairman), Dr. L. G. Prof. J. C. McCiure 
BROWNE, F.R.C.S., Lord EVANS, F.R.C.P., Mr. R. J. G. GREWCOCK, 
L.D.S., Prof. A. BRADFORD HILL, F.R.S., Prof. R. J. KELLAR, 
F.R.C.0.G., Dr. PETER KERLEY, Dr. D. R. MAITLAND, Prof. W. V. 
MAYNEORD, D.SC., Prof. J. S. MITCHELL, F.R.S., F.R.C.P., Mr. C, 
NAUGHTON MORGAN, F.R.C.S., Dr. TH Rosson, Mr. T. 
HOLMES SELLORS, F.R.C.S., Dr. G. R. SEWARD, Prof. F. W. 
SPIERS, D.SC., Prof. E. J. WAYNE, F.R.C.P., Prof. CHARLES A. 
WELLS, F.R.C.S., and Prof. B. W. WINDEYER, F.R.C.S. Secretaries: 
Dr. A. CRUICKSHANK, Mr. L. H. BRANDES, and Mr. R. L. Briccs. 

The physicists’ surveys and the translation of the results into 
material for the committee were organised by Mr. S. B. OsBorN 
and Mr. R. E. ELLis, under the general direction of Professor 
Spiers. 


To reduce unnecessary examinations, arrangements should 
be made for the ready availability of previous films and for the 
routine transfer of films from one hospital to another. 

All requests for examinations should state Precisely the 
clinical indications and the information required. 

There should be consultation between clinician and radio. 
logist before extensive or repeated radiological examinations of 
young individuals are undertaken. It must be realised that radio. 
logical exposure is just as much the responsibility of the 
clinician as of the radiologist. 

To reduce the necessity for repeat investigation strict 
attention should be paid to adequate preparation of the 
patient before abdominal investigation. 

Special precautions should be adopted in the radiography of 
pregnant women. Only essential examinations should be 
carried out during pregnancy, and particular care should be 
taken to avoid irradiation of the foetus whenever possible. In all 
women of childbearing age the clinician requesting the 
examination should never overlook the possibility of early 
pregnancy. 

Any previous history of radiotherapy should be ascertained 
before a new course of treatment is undertaken. Permanent 
records of all radiotherapy should be maintained and be readily 
available for transfer from one hospital to another. 

Consideration should always be given to alternative methods 
of treatment before radiotherapy for non-malignant conditions 
is undertaken. 

Techniques 

In every radiological examination, care should be taken to 
reduce to a minimum the irradiation of the gonads. The 
steps necessary to this end are discussed throughout the 
report. In particular, strict attention should be paid to the 
following: 

General to all Forms of Radiology 

Limitation of field size.—Strict limitation of field size to the area 
necessary for the particular examination or treatment should be 
routinely practised. In diagnostic radiology, this should be done by 
fitting light-beam diaphragms rather than circular cones, particularly 
when a large field size is used. 

Beam direction—Whenever possible, the beam should not be 
directed towards the gonads and this should be borne in mind 
particularly in examinations or treatments of the limbs, especially 
of the hand with the patient in the sitting position. 

Gonad shields.—Adequate gonad shields should invariably be used 
in examinations or treatments which are likely to give a high gonad 
dose, unless they interfere with the proposed examination or 
treatment. 

Immobilising devices.—In the examination or treatment of children 
or patients who need support, mechanical devices to ensure 
immobilisation should be used. 


Particular to Radiography 

High-speed films and screens.—The use of the fastest films and 
screens consistent with satisfactory diagnostic value is strongly 
recommended. 

Automatic timing devices.—Repeat exposures should be kept to a 
minimum by the use of photoelectric timers or similar devices. Where 
these are not practicable, accurately pre-set timing devices should be 
readily available. 


Particular to Fluoroscopy 

Limitation of use.—Fluoroscopy should not be undertaken if the 
same information can be obtained by radiography. It should not be 
used for locating metallic foreign bodies at operations as electronic 
metal-locating equipment is now available. 

Dark adaptation.—No fluoroscopic examination should be under- 
taken without adequate dark adaptation on the part of the clinician 
undertaking the examination (at least 10 minutes). 

Automatic switches.—All fluoroscopy machines should be fitted 
with a clock, or other timing device, which automatically cuts off the 
beam after a certain time or a certain dose. 

Image intensification.—More general use should be made of image 
intensification in such examinations as cardiac catheterisation. 
There is urgent need for more research into the problems of image 
intensification for medical purposes. 


Particular to Mass Miniature Radiography 
In accordance with the recommendations of the committee’s interim 
report, chest examinations of pregnant women should not be carried 
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out with mass miniature techniques, but by full-size films with strict 
limitation of field size. For the chest radiography of children and 
adults of short stature either technique may be used, so long as 
adequate steps can be taken to exclude the gonads from the X-ray 
beam; otherwise large films should be used. 


Particular to Radiotherapy 

In the treatment of skin conditions, use should always be made of 
the softest quality of radiation consistent with adequate irradiation of 
the tissues to be treated. 

Radiation should not be applied to the ovaries for the production 
ofatemporary artificial menopause, or for the treatment of infertility. 
Equipment 

Checks should be made regularly to ensure that all radio- 
logical equipment is maintained to the standard laid down in 
the Code of Practice for the Protection of Persons Exposed to 
Ionizing Radiations. Obsolete and erratic equipment should 
be replaced immediately. The development of automatic 


devices, and particularly those which reduce the risks of 
human error, should be actively encouraged. 


Staff and Training 

Attention should be given to the provision at all times of 
adequate medical and technical staff in radiological depart- 
ments. In sparsely populated areas where radiologists or 
radiographers are not available, training in the safe use of 
equipment should be given to the general practitioners or 
nurses who have to carry out any minor X-ray examinations. 
Adequate instruction should be given in the medical and dental 
undergraduate curricula on the uses and hazards of ionising 
radiations. 
Surveillance 

The genetic dose to the population from diagnostic and 
therapeutic radiology should be kept under effective review by 
the Health Departments. 


Medical Education 


THE TEACHING HOSPITAL 


For the subject of its third annual conference, held in 
London on Dec. 2, the Association for the Study of 
Medical Education (ASME) chose the Function and 
Structure of the Teaching Hospital. Among the guests 
were some well-known architects and hospital administra- 
tors. Sir ROBERT PLATT F.R.C.P., took the chair. We refer 
briefly below to some of the contributions. 


Sir RUSSELL BRAIN held that in the teaching hospital priority 
must always be given to teaching; and this principle was now 
easier to implement since the National Health Service had 
made special forms of treatment, previously restricted to 
teaching hospitals, more widely available. Research was one 
of the most important functions of the undergraduate teaching 
hospital: its stimulant effect was felt throughout the hospital, 
and apart from this “‘ specific metabolic action ”’, it had the 
creative function of awakening interest in those who might 
make a career in medical research. Part-time consultants should 
be given more opportunities to do research; and more whole- 
time research units were needed. In the matter of hospital 
staffing, was the work of senior registrars always determined by 
training considerations and not by the convenience of the 
hospitals concerned? The demand for help for overseas 
graduates was increasing, and Sir Russell restated his plea for an 
organisation to arrange the exchange of doctors at senior- 
registrar level. 

Prof. W. MELVILLE ARNOTT saw among the objectives of the 
teaching hospital the induction of scientifically straight think- 
ing, a keen intolerance of the slipshod, and “a high sense of 
ignorance ”. The main educational instrument was example, 
and apprenticeship was still at the core of the medical-school 
ethos. This country was in the opening phases of a big pro- 
gramme of hospital reconstruction (partly designed to replace 
those hospitals which had become, in Professor Arnott’s phrase, 
“like the Pyramids, timeless mysteries of masonry”), and 
the building of teaching hospitals should be a joint hospital- 
university enterprise, unimpeded by argument about who pays 
for what share. The emphasis in design was shifting away 
from bed numbers towards laboratory facilities, and this would 
devalue the prestige of bed numbers, which often became, 

car horsepower, a social-status symbol. 

The ideal to aim at was, in Prof. B. W. WINDEYER’s view, the 
happy state when it was impossible to say where medical school 
ended and hospital began, and to achieve this it was important 
to break down barriers between clinical and preclinical staff. 
Research by part-time consultants still needed helping and 
qurturing. Accommodation for research and teaching should 
be placed near the ward (“one step away is one step too 
many”), but with this Prof. G. A. G. MITCHELL disagreed 
(“you can’t imbed research in the wards ”), thus illustrating 


Professor Windeyer’s final point that there was always room for 
individuality and differences of approach. 

Discussing the needs of the student, Dr. J. D. SPILLANE 
recalled how often he had heard it said that today’s student 
was a less cultivated fellow than his predecessor. What could 
we expect when specialisation began at 16 ? To acquire the two 
kinds of knowledge he needed—of diseases and of people— 
he must have the proper environment: and that was best 
provided by a university. A gymnasium and a swimming- 
pool could be just as important as a lecture-theatre. The look 
of the place determined standards; and squalid surgeries often 
reflected the squalor of the student’s first professional environ- 
ment. Dr. Spillane’s coloured pictures showed some spectacular 
American developments in teaching-hospital design (at Seattle, 
Gainesville, and Stanford), contrasted with some more static 
structures nearer home. 

Prof. CLIFFORD WILSON’s first requirement was a staffing 
system that allowed more time for teaching, that would make it 
easier to obey the General Medical Council’s exhortation, 
“‘ Educate more and instruct less”’. In fact he had detected 
a general reduction in contacts between student and teacher; 
and certainly research at all levels in teaching hospitals was less 
than it might have been. He also wanted to see the student 
given access to clinical material in which the acute and 
common conditions were not overshadowed. And it should be 
generally recognised that the administrative organisation for 
teaching should be no less important than for other hospital 
activities. 

In Britain, Mr. D. H. PATey remarked, we had two big 
advantages in our teaching hospitals: the tradition that teaching 
was a privilege as well as a duty; and the acceptance by the 
public of teaching in hospitals. The student should be recog- 
nised as an integral part of the medical team; and the title 
“ student doctor ” had its merits. 2 

Dr. Davin STAFFORD-CLARK said it was invaluable for 
clinical students to see teachers in action as clinicians, confer- 
ring over cases and discussing lines of action. But the final 
answer, according to Prof. A. L. BANKS, was one of which he 
had just been reminded by the late Sir Robert Hutchison, 
whose portrait looked down on the meeting—and that was to 
provide teachers who could teach. But the chairman ruled that 
there were still good reasons for discussing other provisions. 

So Prof. C. H. Stuart-Harris and Dr. J. D. N. NABARRO 
went on to discuss research in teaching hospitals. Both agreed 
on the merits of the critical research outlook as a stimulus to 
thought; and Dr. Nabarro pictured the part-time consultant as 
a valuable link between wards and research departments. At 
AsMe’s first conference doubts were raised about the wisdom 
of introducing the undergraduate to research projects so early 
in his career, but last week no-one dissented. 

Sir GEORGE PICKERING was disappointed by the declining 
use of laboratory methods by clinical students. The dust was 
settling and the ward laboratory was becoming extinct. Such 
inquiries by the student himself were a valuable exercise in 
integration, encouraging him to view the patient as a whole. 
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In its relationship to the community, the teaching hospital 
was, Prof. THOMAS MCKEOWN believed, deficient in its service 
to the chronic sick and the mentally ill. He wanted to see a 
closer link between the hospital and the community services. 
No service could be effective without continuity between home 
and hospital bed. As things were, a large part of medicine’s 
problems was removed from the teaching hospitals, and this 
put serious limitations on research. Prof. A. C. DORNHORST 
would not have it that the teaching hospital should be a micro- 
cosm of the medical services as a whole. Patients with chronic 
diseases should not occupy teaching beds after the medical 
decisions had been taken. The “‘ wicked uncle ” picture of the 
teaching hospital, taking only patients with large lumps, was 
surely thirty years out of date. 

Among the architects’ views, that of Mr. ALEXANDER GRAY 
was that the whole process of building hospitals was hampered 
because people would not make up their minds what they 


wanted. And he had stern things to say about the delays of 
waiting for Treasury approval. 

Dr. J. H. Linpett, of Melbourne, described Progress 
towards new universities with medical schools and hospitals jn 
Melbourne and Sydney. If more than two doctors were 
delegated to deal with the architect, the results, in his experi- 
ence, were bad. What he had seen of hospitals in this country 
made him marvel at the quality of the work done under 
appalling conditions. 

Sir ARTHUR STEPHENSON, the distinguished Australian 
architect, declared that the university hospital should un- 
doubtedly be part of the university campus. 
successful design was the ward plan and an appreciation of 
modern equipment. Decentralisation of nursing services was 
the key to labour-saving. In the matter of costs, much trouble 
was caused by “ guess estimates ” and unfair comparison of 
costs per bed between one building and another. 


Conference 


WILSON’S DISEASE 


FROM A CORRESPONDENT 


Ir might at first seem strange that a condition as rare 
as Wilson’s disease should merit the dignity of an inter- 
national meeting. Such, however, has been the volume 
of work on this subject in the past fifteen years that the 
time appeared ripe to gather together in London scientists 
from different disciplines to discuss recent advances and 
to formulate the more important problems for future 
research. Appropriately the conference, on Sept. 20-22, 
was held at the National Hospital, Queen Square, Wilson’s 
own hospital; and it is hoped that the proceedings will be 
published in 1961, almost fifty years after the appearance 
of Wilson’s great monograph.? 


Copper Metabolism 

I. H. SCHEINBERG observed that copper deficiency has been 
reported in several species, the best example being sway-back 
in sheep; but so far there have been no clearcut reports of its 
occurrence in man. This he thought was due to the ubiquity 
of copper in the diet; to the relatively small body requirements 
(around 100 mg. in a man); and to the fact that, unlike iron, 
there is no major source of loss from the body. Copper, 
however, apparently plays an essential part in some metabolic 
processes, and apart from its role in utilisation of iron in 
hemoglobin formation it is an essential constituent of at least 
7 metallo-proteins (of which ceruloplasmin, liver copper- 
protein, and cerebrocuprein were later discussed at length). 


In animals excess copper in the diet may give rise to both 
hepatic lesions and hemolytic crises—an uncommon, though 
well-recognised, manifestation of Wilson’s disease. In man 
acute copper poisoning almost invariably leads to diarrhoea and 
vomiting. Chronic copper toxicity Scheinberg believes to be 
synonymous with Wilson’s disease, and he pointed out that 
in this condition the accumulation of copper in the tissues 
precedes the development of the lesion, the copper content of 
the affected organs may exceed the normal by 100-fold, and an 
adequate “‘ decoppering ” regime results in clinical improve- 
ment. The relationship of this excess tissue copper to the low 
ceruloplasmin remains obscure but seems to be associated in 
some way with a defect in the transfer of copper from the liver 
copper-protein to ceruloplasmin. As a result, copper accumu- 
lates in the liver and is eventually released into the plasma in 
a form available for diffusion into other tissues and for excretion 
by the kidney. He knew of no good evidence for abnormalities 
of other copper proteins in Wilson’s disease, such as tyrosinase, 
cytochrome C oxidase, cerebrocuprein, or liver copper-protein. 


1. Wilson, S. A. K. Brain, 1911-12, 34, 295. 


This last point was elaborated by A. G. MORELL, who des- 
cribed the isolation and characterisation of liver copper-protein 
from both normal and Wilson’s disease livers. The aminoacid 
chains of these two proteins are remarkably similar. The main 
difference between the proteins is that the copper content of 
protein from the abnormal livers may exceed the normal by 
10-fold. If the excess copper is removed from the abnormal 
protein its absorption spectrum closely resembles the normal. 
Similarly if copper is added to the normal protein its absorption 
spectrum closely resembles that of the abnormal protein. No 
evidence was found for the existence of a specific protein in the 
Wilson’s disease livers with an abnormally high affinity for 
copper. 

An interesting parallel finding was reported by HunTING- 
TON PorTER for brain copper-proteins. The concentration of 
cerebrocuprein is not increased in the Wilson’s disease brain, 
and the excess copper is apparently bound to proteins normally 
copper-free; the inhibitory effect of this abnormal copper on 
brain enzymes leads to the development of the characteristic 
neurological lesions. 

This conclusion was supported by K. REEs, whose enzymatic 
studies have shown how vulnerable are -SH-dependent 
enzymes, such as isocitric dehydrogenase, to inhibition by 
copper. 

Czruloplasmins 

C. G. HOLMBERG, one of the discoverers of this blue serum- 
protein, ceruloplasmin, pointed out that the 8 copper atoms 
in the molecule appear to be arranged in functional pairs, 
4 being in the cupric and 4 in the cuprous state. He suggested 
three possible functions for ceruloplasmin—as a transport 
protein for copper, as an enzyme whose physiological substrate 
is unknown, or as a transport protein for substances other than 
copper, such as active amines which may then be carried on the 
protein to their site of detoxification; but for the moment there 
is no evidence which, if any, of these three is the physio- 
logical role of ceruloplasmin in the body. 

L. BROMAN discussed the need for a method of separating 
ceruloplasmin from whole blood which would not alter the 
physical or chemical characters of the protein. This he 
achieved by chromatography on hydroxyl apatite and diethyl 
aminoethy] cellulose columns. By this method he found two 
distinct peaks of oxidase activity in normal human serum; and 
one of these, on rechromatography, itself gave rise to two 
distinct peaks. 

The relation of the two czruloplasmins to each other and the 
factors governing their relative concentrations was discussed 
by R. RICHTERICH, who has shown that their concentrations 
always rise and fall together, and he concluded that one 1s 
either a precursor or a degradation product of the other. At 
birth, however, only one of these proteins is present in the 
serum, and this he designated ceruloplasmin D. In the first 
month of extrauterine life ceruloplasmin C appears in the 
serum; and at the same time the excess hepatic copper, present 
in foetal life, is mobilised so that by 3 months the concentrations 
of copper in the liver and ceruloplasmin C in the blood reach 
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adult levels. In respect of the liver-copper storage and the low 
blood-levels of ceruloplasmin C, the foetus and the patient with 
Wilson’s disease are therefore remarkably similar; and he 
suggested that a failure to synthesise a peptidase necessary to 
convert storage ceruloplasmin D into transport ceruloplasmin C 
might be the genetically determined lesion in Wilson’s disease. 
The relation of the storage ceruloplasmin D of Richterich to 
the liver copper-protein of Morell is not clear, and further work 
to determine this point seems to be needed. 

The enzymatic properties of czruloplasmin have been 
investigated by G. CuRZON, who has shown that ferrous iron 
is a powerful activator of the enzyme; and he suggested that 
an oxidation system may exist in which ceruloplasmin oxidises 
ferrous iron to the ferric state and this in turn oxidises the 
substrate while itself being reduced back to ferrous iron. In 
vitro such a mechanism appears to be involved in the oxidation 
of adrenochrome and 5-hydroxy-indoleacetic acid but not 
5-hydroxytryptamine. 


Genetics 

A gene frequency in the general population of approximately 
1in 500 was postulated by A. G. BEARN, who asked whether 
the disease was in fact a homogeneous genetical entity and 
whether ceruloplasmin was the primary gene product. The 
answer to this question, he felt, depended on our ability to 
identify with certainty the heterozygotes, and on the purifica- 
tion and fingerprinting of ceruloplasmin from both the healthy 
individual and patients with Wilson’s disease. 

Attempts to detect the heterozygotes with radioactive copper 
(#Cu) were discussed by I. STERNLIEB, A. G. MORELL, and 
I. H. SCHEINBERG from New York, and S. B. OsBorN and J. M. 
WALSHE from London. The New York group had estimated the 
rate of incorporation of the isotope into ceruloplasmin at 48 
hours, and by this method had classified 29 of 49 close relatives 
of Wilson’s disease patients, but had been left in doubt about the 
remaining 20. Osborn and Walshe, working within the more 
stringent limitations on isotope dosage observed in this country, 
estimated the liver uptake of copper at 24 hours. They studied a 
large family and believe that they could detect the normal and the 
heterozygote siblings of a patient with Wilson’s disease. They 
pointed out that the distribution of the isotope does not corres- 
pond to the calculated body pool of the metal in either normals 
or patients—an observation which suggests active rather than 
passive concentration of the metal in the liver. 

A. Sass KortTsak also believed that the failure of the 
Wilson’s disease liver to concentrate copper is not related to 
prior saturation with the metal, nor did he consider there was 
evidence that the body pool of copper is increased in the 
heterozygotes. He postulated that the defect in Wilson’s 
disease involves not only the ability to incorporate copper into 
ceruloplasmin but also the mechanism of concentration at the 
point of incorporation. 

In describing the work of the Birmingham school J. F. 
SOOTHILL suggested that three metabolic lesions existed involv- 
ing copper, ceruloplasmin, and aminoacid metabolism, any 
one of which might be present in the heterozygotes indepen- 
dently of the others—a view which was not generally accepted 
by other delegates. 


Hepatic Lesions 

H. Poprer and F. ScHAFFNER suggested that the histo- 
logical picture was rather specific in Wilson’s disease. 
The characteristic features observed are ballooned glycogen 
nuclei, clumping of the cellular cytoplasm, and small fat 
droplets present in a liver otherwise typical of postnecrotic 
Scarring. Effectively treated patients show an arrested lesion, 
and the self-perpetuating role of autoimmune processes is 
less distinct than in other forms of cirrhosis. 

These conclusions, based on histological studies, were 
Supported by SHEILA SHERLOCK’s clinical observations. She 


described the hepatic lesion in 4 young girls and the response 
to treatment with penicillamine. As a result of this therapy the 
deposits of copper in the liver diminished or disappeared, and 
3 of the patients improved greatly with disappearance of 


ascites and neurological signs; but in the 4th, despite a good 
biochemical response, the hepatic lesion progressed to a fatal 
outcome. The great improvement in the hepatic status of 3 
of these 4 patients is of particular interest as it has hitherto 
been suspected that the liver lesion was progressive in this 
disease, even when the neurological symptoms improved with 
therapy. At the start of treatment one of these girls had a 
normal concentration of ceruloplasmin but after two years’ 
* decoppering ”’ this had fallen to classical Wilson’s disease 
levels. V. M. ROSENOR has also made a similar observation. 

The problem thus raised was further complicated by a report 
by J. L. GERMAN from the Rockefeller Institute that, in some 
of his patients, it has been possible to restore a low cerulo- 
plasmin concentration to normal levels by the administration 
of large doses of cestrogens. This was usually accompanied by a 
disproportionate rise in the non-ceruloplasmin serum-copper, 
and by clinical deterioration, although 1 patient benefited 
significantly. 

The results of ceruloplasmin substitution in 4 patients 
described by H. BICKEL were also disappointing. By giving 
repeated intravenous infusions of the protein he raised the 
blood-level to normal and succeeded in keeping it there for 3 
months in 1 and a year in another case. There was no 
detectable change in the urinary loss of copper or amino- 
acids, and the downhill course of the illness did not seem to be 
modified. Such treatment, of course, introduces approxi- 
mately 0-34% copper with the ceruloplasmin, and possibly 
infusion of the apoenzyme would be of more value to the 
patient if the technical difficulties in its production could be 
overcome. 

Penicillamine 

H. V. APosHIAN reported on the toxic action of the L-isomer 
of penicillamine. This is probably due to its ability to form a 
thiazollidine with pyridoxine and thereby act as a vitamin-B, 
antimetabolite. The D-isomer, however, appears to be non- 
toxic apart from causing occasional sensitivity reactions. 
Acetyl penicillamine, although not able to promote cupriuresis 
in man, he has found to be very active in protecting rats against 
mercuric-chloride poisoning, and it should therefore have a 
place in the therapy of this condition. 

In man WALSHE has found that penicillamine increases 
copper excretion by rendering it available for excretion at the 
glomerulus, and at the same time he observed a fall in the 
plasma-copper level. This suggested that copper had been 
mobilised from czruloplasmin, and in-vitro studies with serum 
and purified ceruloplasmin supported this hypothesis. He 
observed that acetyl penicillamine was also active in vitro, 
although it did not mobilise copper in the intact animal. 

Finally, clinical reports on the therapeutic activity of 
penicillamine were made by J. LANGE from Bonn, J. E. 
BouLDING from British Columbia, and D. W. SUMNER and 
H. G. GarLanp from Leeds. All 6 patients included in these 
reports derived much clinical benefit, and 1 of Boulding’s 
cases who had had three previous miscarriages was able to 
carry through a successful pregnancy. Lange remarked on the 
decreasing cupriuretic effect of penicillamine on long-term 
administration, and speculated as to whether this was due to 
depletion of the body stores. This view was supported by some 
clearance studies mentioned by WALSHE, which showed that, 
although the total amount of copper excreted per gramme of 
penicillamine might fall with time, the clearance remained 
approximately unchanged in one of his patients after a year of 
continuous treatment. This suggested that there was no true 
resistance to the drug. 

Conclusion 

If no original observations of major importance were 
made during the conference, much new and useful 
information was gathered together for the first time. Many 
of the problems seem as remote from solution today as 
they did when Wilson published his original description 
of this rare and fascinating disease almost fifty years ago. 

This conference was sponsored by the Distillers Company 
(Biochemicals) Ltd. 
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In England Now 


A Running Commentary by Peripatetic Correspondents 


‘“* THE way I see it, man, there was nobody understood how 
sick I was to my brain, like it was parted on the wrong side or 
sump’n, me having this school phobia so bad like in the medical 
scrolls. I mean, I just didn’t dig school. I was so sick with this 
phobia, man, I’d be real gone, way, way out, rockin’, or tooled 
up for a rumble with the spades or sump’n.. . 

‘* Man, in the psycho scroll I read it needed two probation 
officers to get one yob and his phobia into school, well my 
phobia must’ve been the greatest, yea big, because for me it 
took four officers and a truck even on a half-day, that’s how sick 
I was. I mean is it my fault because they didn’t give me no 
shots or sump’n for it ? Man, them squares, the way they just 
made me go to school disrupted my ego-integration and 
traumatised my psyche like crazy. So when my steady chick 
says, ‘ Wow! Lamp that set of threads in that bazaar!’, well, it 
was go, man, go. I mean I just had to have into them threads to 
get integrated, like I told the old girl with the handbag, me, I 
just rationalise the transference like I dig Elvis or way-out 
jazz. 

** Even so and all, sick and alone as I was I felt no fear when 
I later see this police doll, me being a mean man with a bicycle- 
chain, but it seems she had a Black Belt for Judo... ‘ Babe, 
man, hark,’ I said to her in some haste, ‘ play it cool, such 
trauma is bad for my phobia! ’ but she went right on screwing 
my arm round like it was being cross-threaded. 

‘* Like I later exclaimed at the Judge, ‘ I am a very sick yob, 
Judge, there is a need to appreciate my associated symptoms 
and tensions in their proper perspective, this psycho stuff, 
Judge, you should really get with it, Daddy-O! Don’t you 
never watch no TV, or read no books ?’ I request him. But this 
old square in the TODD-AO-sized toupee—give me my Cherokee 
anytime—maybe he’s repressed at not playing at the Old 
Bailey this week, he comes right back at me, saying, ‘ Yea, man, 
and the books I read say, for offences of this nature, three 
years!” 

** So perhaps I will appeal for a psycho report on this old 
square’s fusebox; but man, from the way his toupee hangs over 
his ears, maybe the head-shrinkers have moved in on him 
already.” 

* * * 

At our last selection committee votes were evenly divided 
between two apparently identical candidates; so we appealed 
to the external assessor to settle the question. He at once 
asked to be shown specimens of the candidates’ handwriting, 
and after a quick glance pronounced firmly in favour of Mr. B. 
At tea afterwards, I asked him how long he had been a student 
of graphology. Disclaiming any such knowledge, he explained 
that the principle on which he worked was always to appoint 
the candidate with the worst writing, as being likely to be the 
most conventional and easy-to-get-on-with. 

He toid me that at his own hospital there had been a derma- 
tologist who had become appalled by his own bad handwriting 
and had learnt italic script. The results were catastrophic. 
For the first time for many years sisters, house-surgeons, and 
pharmacists actually could read what his intentions were; and 
the discrepancy between his intentions and the actual treatment 
then became apparent to everyone. As a result, instead of 
being a popular, much beloved figure, he became one of the 
most unpopular members of the staff. The end came when the 
chairman of the management committee was unwise enough 
to say in public what a help it was to have one member of the 
staff whose handwriting was legible. Realising what he had 
done, the dermatologist made every effort to revert to his 
previous illegible handwriting. But alas the habit of calli- 
graphy had become too ingrained. So there was only one 
thing to do. By arrangement with the regional board, the 
dermatology department at the hospital was closed and the 
dermatologist himself was transferred to a hospital fifteen miles 
away. It was, admittedly, inconvenient having no dermatolo- 


gist; but professional unity had been maintained unde 
difficult circumstances. 

Ever since, our external assessor explained, he had always 
chosen the candidate with the worst handwriting, as likely 
to be the most acceptable colleague who would conform to the 
medical norm. 

* 

Through years as a house-surgeon, registrar, and finally 
(giddy heights) senior registrar, we have eaten our eveni 
meal, call it what you will, at every conceivable hour from 
6 P.M. to midnight, depending on the exigencies of casualty 
and emergency admissions. Came the great day, the new 
consultant’s wife had visions of dinner at 7.30 P.M. every 
evening. Silver and damask gleamed in the imagination. How 
different proved reality:—‘‘ Darling, I shall be home to lunch 
now, every day.” “Oh... When?” “ Well—can’t really 
say, might be 12, might be 2, depends on how the morning 
goes— 

So now we eat two repasts instead of one at that regular 
doctor’s mealtime—‘‘ when I get in’’. 


In my particular corner of the Middle East enthusiasm is 
sometimes apt to replace skill, and it was with some trepidation 
that I invited a local typewriter mechanic to remedy a minor 
fault on my machine, which I had located though I lacked 
the tools to remedy it. He came, he listened (through an 
interpreter) to the symptoms, and himself elicited the signs, 
but he disagreed with the treatment I suggested. The keys were 
striking the ribbon lower than they should, and the under- 
lining key struck no ribbon at all; and the remedy I proposed 
was an adjustment in ribbon travel so that all keys might strike 
higher. He was against such a radical approach, favouring 
merely adjusting the height at which upper-case letters struck 
the ribbon, underlining being, as it were, an upper-case letter. 
I suggested that while this might indeed cure the immediate 
fault, the side-effect—having all capitals at a different level 
from small letters—might be even more inconvenient. At this 
he looked as pityingly at me as I do at those of his compatriots 
who try to dictate treatment to me, and asked whether I did or 
did not want my typewriter thoroughly overhauled and put in 
order by an expert. I said I did not, which seemed to surprise 
him. I then asked whether he would or would not, without 
further ado, adjust the screw I indicated. He agreed reluctantly, 
hinting darkly at disastrous sequele for which I must accept 
responsibility, that particular screw being, he was sure, one 
which, after the initial setting by Mr. Smith or Mr. Corona, 
lesser mortals touched at their peril. We did the job together 
and the result was entirely satisfactory. He accepted my thanks 
as no more than his due and said he was delighted to have been 
of assistance. 

* * 

It is bad enough that nowadays so much specialised informa- 
tion is published in the columns of the B.M.7#. and The Lancet 
for all to see and digest, but it is still worse that the basic 
specialist textbooks are on the shelves of every hospital library, 
open to even the most junior resident. One helpful tip for 
consultants in these difficult days is to acquire the latest edition 
of the appropriate “ bible ’”’, on which so much depends, not 
as an addition to the hospital library, but as a departmental or 
laboratory bench reference book, and to pass on the supet- 
seded edition to the librarian. This will then grace the 
shelves, with fly-leaf suitably inscribed as ‘“‘ Donated by the 
kindness of ...”. If the superseded edition has in the first 
place been bought by the hospital, the transaction is not 
expensive. 

* 

It was the little coloured nurse’s first day in the theatre, but 
as a locum anesthetist I didn’t know this. Wishing to put up 4 
blood-drip, I said to her “‘ Armboard, Nurse ”. This brought 
a tiny smile but no movement, so a little later I repeated, 
perhaps a trifle testily, “‘ Nurse, Armboard ”. This elicited 
big smile and the devastating reply, “‘ Yes, doctor, Ah’m 
bored too ”’. 
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Letters to the Editor : 


ON BEING AN OMP 

S$irR,—I must have shared pleasure with many others in 
hearing from “‘ O. D. Lea” (Nov. 26, p. 1188) about his 
experiences as an omp. He did not, however, make it 
dear that there are omps and omps. One subspecies is 
the omp who is also a consultant. This hybrid leads an 
even more peculiar life than the simple omp. 

The typical omp, as portrayed correctly by Lea (Omp 
72), leads a life necessarily circumscribed. He is a rather 
reticent type, usually working in twilight and vaguely 
conscious that somewhere there may be gangs of un- 
scrupulous omps. These he feels must exist because of the 
elaborate regulations which protect him from the tempta- 
tion of becoming one. Chief among these temptations is 
that he might be misguided enough to treat a patient. 
The regulations quite clearly imply that an omp should not 
provide treatment. The omp must learn to accept this, 
but so far no omp has been able to explain to a patient 
how either of them benefit from this. No doubt an omp 
who could explain the reasons for this convincingly 
would graduate out of the omp class and become a poli- 
tiian or—if really brilliant—an administrator. To be the 
latter, of course, he would not only be required to explain 
the advantages to a patient of not receiving treatment, but 
also show that it was not to the patient’s benefit to know 
what they were. 

In his early days the omp might be tempted to explain 
to the patient that he could be provided with treatment 
if he paid a fee. The experienced omp will have found 
that this suggestion is greeted by the patient with very 
much the same reaction he would adopt if he were asked 
to read, as part of his sight test, Lady Chatterley’s Lover 
instead of the more usual Robinson Crusoe. This reaction 
reminds the omp of the delicate nature of his work and 
how close he is to being an undesirable omp. Like omp 72, 
omp 21 has also transgressed the treatment regulation, but 
logically to do so for one should lead one to do so for all— 
hence the slippery slope. 

The ruling factor in an omp’s life is that he is continu- 
ously in danger of doing too much. This is how it comes 
about that the consultant who is also an omp leads an 
interesting double life. At hospital he is always in danger, 
chiefly owing to pressure of work, of doing too little for 
the patient. This is the common situation of all con- 
scientious people—but in his life as an omp he is trans- 
formed into somebody who must avoid doing too much. 
The versatility demanded is often exorbitant and the 
consultant type of omp develops a “‘ split personality ”’. 
So much so that it is typical of his activities that he writes 
letters to himself. 

Such a situation, for instance, in the life of the hybrid 
omp arises with a patient with an early cataract. The 
omp-consultant noting that the condition is pathological, 
correctly, according to his temporary omplike character, 
refers the patient to the general practitioner who may or 
may not have realised when he issued the “‘ green ticket ” 
that his patient either (2) was going to see an omp, or 
(6) was going to see this particular omp. A considerable 
amount of finesse is required in this situation by the omp, 
but it frequently can be exercised by the following 
procedure: 

A letter is sent to the G.P.: “ Mrs. Y seen under the S.O.S. 
isa sufferer from early lens opacities. Owing to the regulations 
governing the S.O.S. I do not see my way to examining her 


further and suggest she should be sent to hospital. I enclose a 
letter addressed to the consultant giving details which she 
could, ,if you agree, take to him.” Signed Mr. X, enclosing a 
letter addressed to Mr. X. 

The general practitioner, versed both in the eccentricities 
of ophthalmologists and the workings of the N.H.S., finds 
nothing peculiar in these procedures. He might at the 
worst consider this conduct ompish. 

Thus far, the split personality of the omp-consultant 
might appear to the sane outsider as subjective and worthy 
possibly of an interested psychiatrist’s time. 

However, the evidence that the omp-consultant is 
really two people can be corroborated by witnesses. In his 
capacity as a wicked omp, patients frequently tell the 
consultant, “‘ I went to the hospital once but the specialist 
there was so busy that I was told nothing. I would much 
rather see you, doctor.” 

In his capacity as consultant at the hospital he is told 
by the patient he saw as an omp: “ I went to the optician 
(sic) but he scared me telling me I must go to hospital— 
he was so fierce. Now that I’ve seen you, doctor, I should 
like to stay under your care. I couldn’t go back to the 
optician.” 

Since few of these patients have a visual acuity less than 
6/9 in at least one eye, the evidence is therefore virtually 
conclusive that the omp-consultant is two people. 

This remarkable effect is not obtained by prisms but by 
suggestion and atmosphere which surpasses the powers of 
a Canasta, who so far has not been able to convince us 
he is two people. Our lives as omps are governed by 
magical inscrutable laws which all sane people such as 
general practitioners and patients realise are beyond under- 
standing. We omp-consultants, leading a Jekyll-and- 
Hyde existence, however, are fascinated by our roles and 
would miss much if the rules were altered and our double 
lives merged, so that we were the same people in different 
places and permitted to exercise our skill wherever we 
happened to be. 

London, W.1. PETER A. GARDINER. 
BLOOD-CHOLESTEROL AND ASPIRIN 

S1r,—The preliminary communication by Dr. Eidlitz 
(Nov. 19) is very interesting. He shows that aspirin 
produced a striking fall in blood-cholesterol level in 10 
patients with various arteriosclerotic diseases. For many 
years aspirin has been used in Torquay in the treatment 
of thromboses. In 1948 I suggested that a salicylate 
should be useful for coronary thrombosis ! because of its 
anticoagulant and pain-relieving properties. In 1949, 
with the collaboration of a number of general practi- 
tioners, I showed evidence of the value of aspirin in the 
treatment of vascular diseases.? It seems that Dr. Eidlitz 
may add the third leg to the tripod of virtues required of a 
drug used for this purpose. I believe that nobody knows 
how it works. 

The Flook-like obstinacy of aspirin in holding its own 
among antirheumatic remedies may be correlated with its 
anti-thrombotic effect. It seems a far cry from rheumatism 
to coronary thrombosis, but in the context of temporal 
arteritis the relationship is not so improbable. What 
originally impressed me about the effect of aspirin in 
coronary thromboses was its power to relieve anginal 
pain, even when other remedies had failed. Some years 
before cortisone came on the market, when I was using 
aspirin for temporal arteritis, its effect on the pain was 


> Gibson, P. C. Lancet, 1948, i, 965. 
2. Gibson, P. C. tbid. 1949, ii, 1172. 
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equally remarkable. Though not so dramatic, it seems 
of the same order as the effect of the cortical steroids. 

It may need another William Harvey to reveal the full 
significance of aspirin’s action, but the best way of testing 
the extent of its usefulness is to use it. I would suggest 
that this is a piece of field research which should be under- 
taken by the College of General Practitioners, for this 
part of the problem is a practical one, and the snags of 
aspirin therapy are best known to general practitioners. 
Such an enterprise would I am sure be rewarding to 
patients and doctors. 


Charlbury, Oxfordshire. PauL C. GIBSON. 


* ATHEROLIPID NUMBERS ” 

S1r,—The letter of Nov. 26 by Dr. Searcy and his 
colleagues prompts me to comment that we have also been 
able to confirm our 1953 observation of an abrupt post- 
menopausal rise in serum-cholesierol levels. 

A more recent study ! of the serum-cholesterol of 213 
healthy women between the ages of 20 and 70 has shown 
that the difference between the mean serum-cholesterol 
level of women aged 45-49 and that of women aged 
50-54 years is at the 1% level of significance. Although 
the results of this study again suggest that the serum- 
cholesterol levels of women aged 65-69 are lower than 
those 10 and 15 years younger, it should be pointed out 
that the mean level is still significantly higher than the 
mean levels observed in premenopausal women. The 
explanation of this slight fall is not clear, although it is 
possible, of course, that those women with considerable 
postmenopausal elevation of serum-cholesterol do not 
remain healthy until the age of 65. In this respect, it 
would be interesting to know whether a woman’s 
serum-cholesterol really reaches a postmenopausal peak 
and then decreases, or whether the apparent fall during 
the seventh decade results from group studies on a 
selected population. 

D ent of Cardiology, 
Fhe Royal Infirmary, M. F. Ouiver. 
PREMEDICATION WITH ATROPINE BY MOUTH 

S1r,—I was interested in the article by Dr. Joseph and 
Dr. Vale (Nov. 12). Oral administration of atropine to 
children before tonsillectomy was described by Gusterson,? 
the dose being gr. 1/100—1/50 combined with methyl- 
phenytol elixir. Incidentally, he did not find the antisiliac 
effect of the atropine satisfactory but got better results 
from oral hyoscine. For tonsillectomy, especially by the 
guillotine method, an adequate preoperative dose of 
atropine is, to my mind, of supreme importance—not only 
to suppress salivation but more particularly to protect 
the heart by depressing vagal activity. An operation in 
such a site, which is liable to be associated with some 
hypoxia and where there is the added hazard of accidental 
aspiration of blood, calls for all the protection we can give 
the heart. 

I can recall one case of cardiac arrest on the table after a 
guillotine tonsillectomy in a five-year-old boy. The child had 
been anesthetised with open ethylchloride and ether and the 
operation had been completed uneventfully, but when the 
child was turned over the side of the table the heart stopped. 
This child had been given gr. +/,, of atropine by mouth and the 
episode took place very shortly after I had made the change 
from atropine by injection. Admittedly this complication at 


1. Oliver, M. F., Boyd, G. S. Lancet, 1959, ii, 690. 
2. Gusterson, F. R. ibid. 1955, i, 940. 


such a time may have been mere coincidence, but since 
absorption of drugs from the intestinal tract is notoriously 
unpredictable it seems wiser to give atropine at all times by 
injection. 

Dublin. M. Muorpny, 
BATHING-WATER 

S1r,—Your leading article of Nov. 19 puts the problem 
admirably. It is tragic that most of our rivers are con- 
taminated as a result of our endeavours to improve 
environmental conditions. Might not greater public 
awareness of this fact, by, for instance, the placing of 
notices on river banks drawing attention to the contamina- 
tion, eventually lead to swifter action in effecting a general 
clean-up as suggested by the Society of Medical Officers 
of Health ? 

It is surely not right that the public should be denied 
either the knowledge that they are about to bathe in 
dilute sewage or the opportunity of making their own 
decision about the wisdom or otherwise of bathing in such 
waters. 


P. A. Tysgr, 
Cambridge. County Medical Officer. 
HEMODIALYSIS COMBINED WITH 


ULTRAFILTRATION 


S1R,—We were interested in the paper (of Nov. 12) by 
Dr. Twiss and Dr. Paulssen on hemodialysis combined 
with removal of water by ultrafiltration, using the Alwall 
artificial kidney. 

Clearly the rate of ultrafiltration must be related to the 
degree of hemoconcentration of the blood used for 
dialysis. In-vitro studies such as they report, where the 
hematocrit is not recorded, are difficult to interpret. 
Our experience of ultrafiltration with the Kolff twin-coil 
artificial kidney indicate that it has a considerable advan- 
tage over the Alwall kidney in removing water from the 
overhydrated patient. 

In-vitro studies were carried out to establish the relationship 
between outflow pressure (measured with an aneroid tono- 
meter) and ultrafiltration (measured by weighing the blood 
reservoir) at a flow rate of 400 ml. per minute, which in our 
experience has been near the optimal rate for removal of urea. 
The hematocrit was adjusted to 35% by the addition of physio- 
logical saline to banked blood. 

In a series of patients admitted with oliguria associated with 
overhydration, the amount of water removed by ultrafiltration 
was assessed by hourly measurements on a bed-weighing 
machine. 

Fig. 1 shows that increments in outflow pressure up to 

1. Kolff, W. J., Watschinger, B. J. Lab. clin. Med. 1956, 47, 969. 
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Fig. 1—Effect of outflow pressure on ultrafiltration with twin-coil 
artificial kidney. 
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Fig. 2—Water removed by ultrafiltration in 8 selected cases. 


150 mm. Hg produce fairly uniform increases in rate of ultra- 
filtration (up to 600 ml. per hour). Further increments up to 
250 mm. Hg do not significantly increase the volume removed. 
In cases where maximal ultrafiltration was desired, therefore, 
we have aimed at keeping the outflow pressure at about 
150 mm. Hg which is well within the safe range with these coils. 
Fig. 2 shows the results in 8 selected cases where dialysis was 
undertaken partly to correct overhydration. All these patients 
were severely uremic and had low hematocrits. It will be 
seen that up to 2 litres of water wére removed in four to six 
hours. Hypotension from over-rapid extraction of water was 
not observed in any case. 

Dr. Twiss and Dr. Paulssen achieved their maximal ultra- 
filtration (300 ml. per hour) with a flow-rate (10-12 litres per 
hour) which is lower than their optimal rate for dialysis of urea. 
This seems to be an inherent disadvantage of their apparatus. 
With the Kolff twin-coil artificial kidney, maximum ultra- 
filtration is obtained at flow-rates which are optimal for urea 
and electrolyte exchange.* 


H. D. RITCHIE 
G. C. LLoyp-THOMAS 
R. H. BALME. 


NEW IDEAS ON EPIDEMIC VIRUS INFECTION 


Sir,—In your leading article of Nov. 19 you note that 

Hemmes et al.,? working with virus suspension aerosols, 
find that the survival of poliomyelitis virus and influenza 
virus are affected by the relative humidity of the atmo- 
sphere: 
; “In the case of influenza virus (PR8 strain) inactivation of infec- 
tivity was slow in the drier conditions and over 10 times more rapid 
in the moister conditions. The reverse held for a strain of polio- 
virus type 1, which survived well at relative humidities above 50%, 
but which at 40% or lower was inactivated so quickly that no virus 
could be recovered from an aerosol 30 seconds after spraying.” 

I find it difficult to reconcile these laboratory findings with 
epidemiological studies in the field. In Cornwall, epidemics 
of poliomyelitis have, more often than not, been associated 
with warm, dry summers. 

I have plotted the incidence of poliomyelitis in Cornwall 
1911-1958 against: (1) the average mean temperature for the 
3rd quarter (July, August, and September); and (2) the average 
humidity at 9 A.M. for the 3rd quarter. 

The meteorological records used are supplied by the Observa- 
tory Committee to the Royal Cornwall Polytechnic Society 
and the Falmouth Borough Council. The observatory is at 
Falmouth. 

In the span of 47 years, notifications of poliomyelitis were 
exceptionally high (more than 0-1 per 1000 population) on 4 
occasions, 1911*, 1947, 1949, and 1950. Exceptionally hot 
summers in which the average temperature for the 3rd quarter 


2. Hemmes, J. H., Winkler, K. C., Kool, S. M. Nature, Lond. 1960, 188, 
* From report of Local Government Board. 


was more than 3° above the 60-year average, occurred in 4 
years—1911, 1933, 1947, and 1949, 

Humidity in Cornwall is high, readings around 85% being 
the rule. I have humidity readings only for the years 1911- 
1952, but in these 40-odd years humidity in the 3rd quarter 
was less than 80% on only 8 occasions, which include 1911, 
1947, and 1949. 

Thus, in Cornwall between 1911 and 1957, there were 
4 major outbreaks of poliomyelitis, 3 of which were during 
summers of exceptional heat and low humidity. 

The high incidence of 1950 was largely an extension of the 


epidemic of the previous year, many of the 1950 cases coming 


in the early months of the year. 

At Greenwich Observatory the average humidity for the 3rd 
quarter for the first half of the century was 77%. 

The average temperature and humidity at Greenwich for 
the 3rd quarter of the years of epidemic paralysis (1911, 1947, 
1949) (with the reading of the year immediately preceding) 


were: 


3rd quarter Departure in 3rd quarter Departure 


Year average degrees from humidity from 50-year 
temperature 50-year average %) average 

1910 59:3 —1-:2° Not available 

1911 +5:2° 

1946 61-1 +0-6° 78% +1% 

1947 65:2 +47° 70% -—7% 

1948 61-0 +0°5° 77% 0% 

1949 65:5 +5-0° 71% —6% 


The findings are the same as in Cornwall—a high average 
temperature and low humidity associated with epidemic 
poliomyelitis. 

July, August, and September are months in which central 
heating and domestic fires are little in use; consequently, 
humidity indoors and out are much the same. 

In this county the inactivities of poliomyelitis virus at 
humidities of 40% or lower would seem to be of more academic 
than practical value. 

E. R. HARGREAVES, 
Mawnan, Deputy ee Officer, 
Near Falmouth. Cornwall ty Council. 


IS RADIOLOGICAL EXAMINATION OF THE 
ANKLE REALLY NECESSARY? 


S1r,—I certainly agree with Dr. Garfield (Nov. 26) that 
a very large proportion of sprained ankles can be treated 
without X-ray examination. I regret, however, that I 
cannot agree with the arguments he puts forward for his 
conclusion. 

In my department we have made a special study of the ankle 
since 1953 and since that time we have seen over 1000 cases 
per year. In 1954 we saw 1205 cases, of which 800 showed no 
bony injury, and of the remaining 400 about 200 showed trivial 
avulsion of bony fragments. By charting the area of swelling 
and tenderness, we have come to recognise certain types of 
lesion in which we can be clinically certain that there will be 
no fracture. The commonest type is that in which there is a 
swelling stretching from the tip of the lateral malleolus about 
2}/, fingers’ breadth above. This swelling extends in front of the 
malleolus but in the first 24 hours does not spread significantly 
behind the malleolus. This swelling usually occurs very 
quickly indeed after the injury. The shape of the swelling 
and the fact that it appears so quickly are to us certain evidence 
that no fracture is present. I rarely X-ray these cases. My 
house-surgeons after a few weeks’ experience in seeing these 
cases also rarely X-ray them, for they have learnt that no 
fracture is ever seen. 

Careful charting also segregates another type of swelling 
associated with inversion strain of the ankle. In this, the 
swelling is below and in front of the lateral malleolus. If this case 
is X-rayed, it may show, in a proportion of cases, avulsion of a 
flake of bone from the talus or navicular bones. As the treat- 
ment will be exactly the same with or without avulsion of the 
flake of bone, there is certainly no object served in X-raying 


this type of lesion. 
Tenderness confined to the base of the fifth metatarsal 
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is not a sure indication of fracture, but I will admit that in 
three cases out of four a fracture is present. The lesion is 
caused by attempted avulsion of the perineus brevis and/or 
tertius from its point of insertion in the base of the fifth meta- 
tarsal. Sometimes bone is avulsed with the tendon leading to 
fracture. As the length of treatment for a fracture as opposed 
to a simple partial avulsion of the tendon tends to be two to 
three weeks longer, an X-ray is useful here as an aid to prog- 
nosis. I agree that this is not really necessary, for treatment is 
continued until tenderness disappears. 

In all these types of lesion after a twist of the ankle, X-ray 
examination is not necessary as an aid to treatment. In our 
experience, when there is swelling over both malleoli, a fracture 
is likely, and it is our rule that all such cases must be X-rayed. 
If the case is seen within the first 24 hours (as described by 
Dr. Garfield) bruising is commonly absent. It has been my 
experience, however, that after 24 hours bruising is present 
in 9 out of 10 cases. After 24 hours, as a general rule, the 
absence of bruising suggests a quicker period of healing, but 
this is not a universal rule. 

It is very gratifying, however, to find in another hospital 
that X-rays are regarded as a procedure to assist treatment and 
not just as a rigid necessity. 

M. ELLs. 

S1r,—Dr. Garfield’s article stimulates me to reply that, 
providing the patient’s history, clinical condition, and 
future possibilities are considered with all humility by 
the surgeon, the answer to this question is emphatically 
No. 

I have recorded the best results of the most serious injuries 
where no radiographs were taken, and I have seen the worst 
results when the radiographs have been misinterpreted, and 
the patient’s clinical condition and the possibility of damage by 
activity have been insufficiently considered. I have published 
case-histories with results in my book and more recently in a 
paper, Roentgenograms: their true value to the surgeon.'! These 
illustrate that panic, as expressed by Wilfred Trotter, or 
incompetence must never be allowed to dominate treatment 
and that the best results are when “‘ we make no haste in time 
of trouble”. I have repeatedly stressed that “‘ the good radio- 
graph spares the patient pain when judged by competent men, 
whereas any radiograph which incites the infliction of unneces- 
sary mental or physical pain is a bad radiograph”. This in no 
way refers to the so-called quality of the radiographs. 

Birmingham. JAMES F. BRAILSFORD. 


S1r,—Interested as I was in Mr. Garfield’s article, I 
feel I must disagree with his conclusion that the absence 
of any swelling is a firm indication of the absence of any 
significant bony or ligamentous damage, whatever the 
circumstances of injury. 

This may be true if one sees the patient several hours 
after injury, but it is certainly not a reliable indication if 
one sees him immediately after the injury. My experience 
has taught me otherwise. 


A. J. DE KRETSER. 


A MASSIVE OVARIAN CYST 

S1r,—May I enter Mr. Foreman’s competition (Nov. 
26) for outsizes in ovarian cysts? I cannot approach his 
Olympic record, but should like him to know of a patient 
upon whom I operated in 1949. 

A Chinese slave girl under 5 feet in height and aged 22 
arrived at my hospital after an exciting escape from slavery 
in one of the mountain recesses in China. She was brought 
by her betrothed husband, and because of the size of her abdo- 
men she could only stand with the support of a long stick to 
prop her. Before operation her weight was 141 Ib. and a week 


after she was 69 lb., so the tumour weighed about 72 Ib. The 
incision from xiphisternum to symphysis pubis showed that 
there was no trace of any line of cleavage between peritoneum 
and cyst wall. In view of her condition I decided to marsupial. 
ise the cyst. After opening the cyst and swabbing dry the 
theatre floor, the abdomen appeared completely empty and no 
viscera could be recognised or palpated through the thick, 
spongy cyst wall. This was sewn to the whole length of the 
abdominal wall and the cavity packed with all the sterile linen 
available. After 3 months the cyst had shrunk to a pocket which 
comfortably took one hand inserted through a letter-box type 
of opening. It was dry and she found it a safe place to keep 
her few trinkets. No skin had been excised and by this time 
the grotesquely deformed chest and huge folds of abdominal 
wall had regained their normal contours. Two months later 
the shallow depression, oval and 4 in. in long diameter, was 
closed by suture after excising the remaining piece of cyst wall, 

The girl, who had been wizened, wrinkled, and quite bald 
on admission, regained a full head of hair and her youthful 
appearance and left hospital where her husband had been 
given a job while waiting for his wife. 

J. R. Rost. 


Eastry, Kent. 


HYALINE MEMBRANE FOLLOWING 
TOTAL BODY RADIATION 


S1r,—The letter of Captain King and his colleagues 
(Dec. 3) adds little to their first communication. 

It is not possible by total body irradiation to give a 
cancerocidal dose. The question is whether the total 
body irradiation of people dying from recurrent, and now 
disseminated, cancer deserves the name of therapy. At 
almost any dose the result can only be to increase misery 
and accelerate death, whatever the efforts at resuscitation, 

The dose given remains unspecified. It was sufficient 
to produce, in patients who survived their “‘ therapy ” by 
two weeks, the pathological condition of the lungs in which 
the authors are interested. 

To investigate this condition in dogs they gave between 
600r and 1000r. These are lethal doses. 


Manchester. J. L. Doss. 


NICOTINIC ACID IN ISCHEMIC DISEASE 


Sir,—Dr. Goldsborough (Nov. 12) writes that the two 
bus-drivers who were allowed to resume driving after a 
coronary thrombosis are “seen and examined twice a 
quarter ”. Such frequent examination suggests that there 
is some anxiety about a recurrence which, if it happened 
at the wheel, could cost many lives. But examination, 
however frequent, does not prevent a recurrence. Also, 
Morris et al. have shown that men who have had a 
coronary thrombosis may be as much as ten times more 
likely to have a second attack than men who have never 
had one are to have their first. The only safe rule with 
drivers of public-service vehicles is to take them off driving 
duties when they have shown definite evidence of coronary- 
artery disease. They drive a heavy vehicle which is 
presumably capable of greater damage than a smaller one, 
through streets which are commonly crowded; in addition 
these drivers have responsibility for the safety of passen- 
gers. It does not follow that all patients who have had 4 
coronary thrombosis should be forbidden to drive a cat. 

The real question is: ‘‘ What degree of risk is accept- 
able? ”, and we are at present groping our way towards 
an answer. We need to know how many accidents annually 
result from coronary thrombosis in car-drivers before we 
can consider this question adequately. I suspect there are 
not many, but most chief constables can quote an accident 


1. F. int. Coll. Surg. 1960, 34, 267. 


1. Morris, J. N., Heady, J. A., Barley, R. G. Brit. Heart F. 1957, 19, 227 
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in which several people were killed, and after which a 
driver was found to have had a coronary thrombosis. This 
js probably a level of risk in life which must be faced and 
accepted; but bus-drivers have a special responsibility 
and should not drive after they have shown definite 
evidence of coronary-artery disease. 


London Transport Executive. 
London, N.W.1. 


HYPERSENSITIVITY TO MILK AND 
SUDDEN DEATH IN INFANCY 

Sir,—The possibility that cow’s milk proteins in the 
air passages of sensitised infants can cause anaphylactic 
shock leading to death (Nov. 19) is of immense interest to 
evaporated milk manufacturers. The interest arises from 
two of the major advantages claimed for this type of milk: 

(1) The fine soft curd derived from the casein content. 
Tolerance of this curd has been demonstrated in normal and 
difficult infant feeding over the past thirty years, and opinions 
suggest that regurgitation of evaporated milk is extremely 
unlikely. Thus, if shock be due to aspiration of regurgitated 
food from the stomach, wider use of evaporated milk could 
lead to some reduction in deaths in infants from this cause. 
(2) The proteins of evaporated milk which have generally 
been regarded as less likely to cause allergic reaction, because 
of: 
(a) The triple heat treatments peculiar to evaporated-milk 

ing. 

(6) The very substantial physical pressure (in excess of 1 ton per 
sq. in.) used to homogenise butterfat, and which also exerts influence 
onthe proteins. There is evidence that the whey proteins of evapor- 
ated milk undergo changes during these processes and become more 
suitable for use in, say, the eczema/asthma syndrome.!-* 
The findings do not suggest major changes to casein, 
but little attention has been given to this fraction, since it 
was commonly held that the whey proteins were at fault 
and research, therefore, was mostly confined to lact- 
albumin and lactoglobulin. 
Although results of clinical or laboratory studies are 
not detailed, Bray,> Evans and Mac Keith,® and Stanfield,’ 
and several other authorities apparently approve evap- 
orated milk as a hypoallergenic milk. 


General Milk Products, Ltd., R. H. Woopcock 
London, W.C.2. Manager, Medical Department. 


L. G. NORMAN. 


PREPARATION FOR THE PROFESSION 
Sir,—I have just read Dr. Ellis’s erudite article in your 
issue of Nov. 12. 


One matter affects students who find academic work 
difficult compared with brilliant students. This is the inevitable 
gap between the end of routine clinical appointments and the 
day of qualification. Once a student has been signed up for 
all his clinical appointments he seems to be left high and dry, 
his teachers may take no further interest in his progress—a 
disheartening situation. Here a well-planned tutorial scheme 
would have so much to offer. The student, especially the 
average student, would feel there was someone to whom he 
could readily turn for help and advice. He should be given 
guidance in his reading, and the tutor should see to it that the 
student is able to qualify in the shortest possible time. 
Has not the time come when one national qualification 
should be introduced in all our medical schools and which 
could be operated by all our universities ? It could be desig- 
nated M.B. B.S. England and could be taken in London and 
1. Ratner, B., Gruehl, H. i Amer. F. Dis. Child. 1935, 49, 287; F. Amer. 
med. ‘Ass. a, 105, 9 

irt, A. R. Canad. med. 1940, 43, 520. 
Cutler, O. I. Amer. med. Ass. 1929, 92, 964. 
oe er, M. Mod. Hosp. October, 1938. 

Bray, G Practitioner, 1938, 141, 
é Evans, P. R. c Keith, R. C. Infant Feeding and Feeding Difficulties. 


London, 1 
7. Stanfield, pediat. 1959, 48, 85. 


the provinces at the same time each year or twice a year. All 
students would be at an equal advantage, all pursuing the same 
syllabus. At present chaos reigns: in any London medical 
school, there are students taking finals of at least five different 
qualifying boards, and at different times of year. 


Royal Earlswood Hospital 
et J. B. Gurney SMITH. 


THE CIRCULATING CANCER CELL 

S1r,—Your leading article of Aug. 27 did not mention 
radiotherapy as a means of attacking the circulating cancer 
cell. 

Low-Beer ! was the first to introduce **P for this purpose. 
The high doses he advocated were too damaging to normal 
tissues, especially bone-marrow, and therefore this treatment 
was suspended. But, as you point out, the strategic advantage 
of attacking the lines of communication of these floating cancer 
cells is too tempting to be abandoned completely. Herzcovitz 
et al.? took up the idea in a modified way, introducing a 
protracted low-dose **P bath, by giving small doses (200-300 
uC) at short intervals. 

We have now started in the surgical department of this 
hospital, under Prof. P. Nathan, a controlled series of breast- 
cancer cases to evaluate results of this kind of preoperative 
prophylaxis. More than 50 patients are now being followed up, 
and the preliminary statistical scrutiny has shown encouraging 
results. 

Beilinson Hospital, 


Petah Tiqva, 
Israel. 


ZYGMUNT LEWITUS 
D. ROSNER. 


THE CASE AGAINST 
TRENDELENBURG’S POSITION 

S1r,—I think it is possible to answer the implied ques- 
tion in your annotation of Nov. 26 as to whether Swain’s 
initiative will find favour with the gynecologists. It has 
been the general practice at this centre to avoid the 
Trendelenburg position, the reasons—very similar to 
those voiced by Swain—being published * some years ago 
under the title ‘“‘ Trendelenberg tilt, an obsolete 
position ”. Nevertheless gynecologists yet remain to give 
this position up though even proctologists have discovered 
the joy of more direct vision into the pelvis obtained with 
the patient horizontal and the relief to themselves of 
having no longer to operate in scoliotic contortion. 


United Birmingham ‘nae J. M. INGLIs. 


TREATMENT OF TENSION PNEUMOTHORAX 


S1r,—I agree entirely with Mr. Macarthur (Nov. 26) 
that no needle will deal adequately with a tension pneumo- 
thorax of the type which he describes. But his statement 
that my spontaneous pneumothorax needle * was designed 
for this purpose is incorrect. It was devised specifically to 
deal with a spontaneous pneumothorax complicating 
artificial-pneumothorax treatment. This presented a very 
special problem which Mr. Macarthur may be too young 
to have encountered. Far from wanting the lung to 
expand, our aim was to maintain the therapeutic pneumo- 
thorax whenever possible; moreover, the fistula in such 
a case was usually small and would close in a day or so if 
very little suction was used. The needle did serve a useful 
purpose in dealing with such cases, and it must be remem- 
bered that in those pre-antibiotic days the insertion of a 
tube into a clean pleura carried a grave risk of infection. 
I am indeed sorry to hear that the needle is being used for 


. Low-Beer, B. V. A., Bell, H. G. Amer. F. Roentgenol. 1956, 75, 1162. 
A. Lupovoci,, S., Rosner, D. Viata Medicala, 1956, 5, 815. 
3. Inglis, J. Brooke, N . Brit. med. F. 1956, ii, 343. 
4. Lancet, i940. ii, 623. 
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a purpose for which it was not designed. I thought that, 
with the virtual cessation of pneumothorax treatment, it 
had gone into honourable retirement. We no longer 
possess one at this hospital. 


Brompton Hospital, 
Frimley Branch, 


Aldershot, Hants. A. F. FosTErR-CARTER. 


“RETROGRADE STEP” 


S1r,—You report (Nov. 19, p. 1149) that the Council 
advising the Home Secretary on judicial corporal punish- 
ment considered that its reintroduction would be a 
“ retrograde step ”’. 

I have no doubt that this horrible phrase was in fact used as 
it is beloved by politicians and public figures generally, but in 
a scientific journal I think it should be printed only in italics or 
between inverted commas. Retrograde is derived from retro 
(backward) and gradus (a step), and a “ retrograde step ” is in 
my opinion on a par with our old friends the ‘‘ gastric stomach ” 
and the “‘ cardiac heart ”’. 


Bishop Auckland. JOHN M. ROBERTSON. 


CHEST X-RAYS AND RADIATION HAZARDS 

Sir,—Although I agree with some of the points made 
by Dr. Beresford (Nov. 26), I should like to comment on 
his references to the use of mass miniature radiography. 
Such general pronouncements are not really helpful since 
the method of employing units needs to vary so much 
from area to area, and is indeed always under review by 
those in charge of units and by the regional hospital 
boards. 

In this area we continue to find a worthwhile pick-up rate, 
above the national average, from amongst the general public 
and industrial groups, and that is in spite of the very real 
cooperation we get from general practitioners. Our antenatal 
pick-up rate has also been persistently high, much higher than 
the figures held by the Adrian committee, in their interim 
report,' to warrant continuation of the routine X-raying of 
antenatal patients. 

Court-Brown and others? concluded that an increase of 
leukemia among children due to radiographic examination of 
their mother’s abdomen during the relevant pregnancy was not 
established. With chest radiography, of course, the dosage 
received by the foetus is a fraction of that involved in X-ray 
pelvimetry. I hope, therefore, that obstetricians and general 
practitioners will not be discouraged, by Dr. Beresford’s letter, 
from getting their antenatal patients X-rayed where facilities 
are available, and especially where it is known that the pick-up 
rate is high. 

In 1959 mass radiography produced 37%, of the Southampton 
Chest Clinic notifications, and only 6 out of the 46 cases were 
general practitioners’ referrals. Many of these cases would not 
have been discovered if full use had not been made of the units 
available. 

Although we have not had a 35 mm. camera unit for 
many years and their replacements are with 70 or 100 mm. 
units, it is a pity to drum them out with malign implications ; 
they have given great service and were a lot more trouble-free 
than some of the later units. In the interim Adrian report the 
radiation figures for the 35 mm. units were certainly as good 
as and in some cases better than for the 7 and 100 mm. units, 


I agree that all reasonable steps should be taken to 
reduce radiation figures to the lowest level, and with the 
use of light-beam defining systems and faster X-ray film 
we have been able to get readings for the female ovary 
dose up to 30 times less than the average figures quoted 
in the interim Adrian report. 


1. Radiological Hazards to Patients: Interim Report of the Committee. 
H.M. Stationery Office, 1959. 

2. Court-Brown, W. M., Doll, R., Bradford Hill, A. Brit. med. ¥. Nov. 26, 
1960, p. 1539. 


This is a time when we need to discover every possible 
case of pulmonary tuberculosis, and the method of using 
mass miniature radiography for that purpose must be 
decided locally. Finally, is the discovery of other abnor. 
malities so unimportant ? 


Mass Radiography Centre. 
% M. E. Moore, 


*,* The second report of the Adrian Committee was 
published this week. Its recommendations appear on 
p. 1292, and the report is discussd in a leading article in 
this issue.—Ep. L. 


NATURAL HISTORY OF STAPHYLOCOCCAL 
SEPTICEMIA 

Sir,—I stated in the first paragraph of my paper! 
on this subject that some have suggested that this infection 
is increasing in frequency, but others have denied this, 
In the second statement I referred to Dr. Hassall and 
Dr. Rountree as denying this. This is an error because 
they were particularly impressed by the increase in cases 
of staphylococcal septicemia from 1954 onwards. They 
were therefore in agreement with our findings in the 
paper. 


State University of Iowa, 
I Ci 


‘owa City. IAN MACLEAN SMITH. 


TREATMENT OF OBESITY 
BY THE HIGH-FAT DIET 


Sir,—As Dr. Sasieni says (Nov. 12), it is most import- 
ant that a diet for the obese should be acceptable both 
financially and socially, particularly since one’s aim is to 
make the diet a permanent eating habit. The low- 
carbohydrate diet of which we wrote (Oct. 29) can fulfil 
these criteria as least as well as any other diet low in 
calories. 

It is understandable that a diet in which the stress is laid 
positively on unlimited amounts of eggs, meat, cheese, fish, 
green vegetables, butter, and cream should seem inordinately 
expensive. But in four ways this immediate reaction is mis- 
leading. Firstly, one often forgets that many people consume 
a great deal of carbohydrate in quite expensive foods, such as 
cakes, biscuits, sweets, and chocolates. For these people, a 
change to a low carbohydrate diet may represent a greatly 
reduced expenditure on food. Our patient no. 1 spent 12s. a 
week on such items. 

Secondly, it should be remembered that one essential feature 
of any long-term dietary regime is that it must be nutritionally 
adequate. It is possible that some patients consume diets with 
a preponderance of carbohydrate, and with inadequate or at 
least marginal amounts of some of the nutrients. Quite 
irrespective of dieting, therefore, a doctor who becomes aware 
that a patient is eating such a diet must advise him to take more 
of the foods that we have mentioned, since they are on the whole 
foods which supply a greater proportion of the essential 
nutrients. 

Thirdly, it should be remembered that the low-carbohydrate 
diet, whilst stressing ‘‘ unlimited ’” amounts of carbohydrate- 
free foods, is in fact self-limiting; as we pointed out, this is why 
it reduces weight. Finally, it is not necessary that meat should 
always be prime steak, or that cheese always be Camembert, 
or that fish always be salmon: there are equally nutritious but 
far cheaper alternatives. 

Socially, too, no calorically restricted diet can be more 
acceptable than a low-carbohydrate diet. This point has 
already been covered in some detail.” 

Consider, for example, the food which would be eaten at a 
dinner party by the overweight woman of whom Dr. Sasieni 
writes. She would have the smoked salmon but take no brown 
bread. She would have the soup, but not nibble her bread roll. 


‘1. Lancet, 1960,i,1318. 
2. Yudkin, J. This Slimming Business. London, 1958. 
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she would take the meat and green vegetables and—like many 
{her fellow guests or even her hostess—she would leave the 
ytatoes. Since she probably does not go to a dinner party 
wery night, she might just for once have a small portion of the 
pudding; on the other hand, it may be that she is given fresh 
srawberries which she can have with cream. Or she might 
content herself with a good portion of cheese but only one 
biscuit. In none of these would she be at all conspicuous. 
Compare her with the obese person eating a diet low in fat: no 
smoked salmon; all the fat carefully trimmed off the meat 
unless it is pork, which she would have to refuse); certainly 
no cream on her strawberries, and certainly no cheese. Would 
Dr. Sasieni not agree that the one diet, but not the other, 
glows an overweight woman to eat in company without 
«drawing further attention to herself” ? 


Queen Elizabeth College, 


London, W.8. JOHN YUDKIN. 


Sir,—Dr. Sasieni asked for a 1500-calorie diet that 
is permanently acceptable, both socially and financially, 
toan adult woman of any age. An article on slimming 
diets in The Practitioner of June, 1959, gives full details 
of such a diet. 


St. George’s Hospital, 
London, S.W.1. 


M. E. CAREY. 


A CHILD WITH 49 CHROMOSOMES 


Sirn,—In examining smears of buccal mucosa of the 
child with 49 chromosomes described in our article of 
Oct. 22, it was found that a large proportion of nuclei 
displayed more than one Barr body. The frequency 
distribution was as follows: 

No. of Barr bodies per 
nucleus 


Total 


nuclet 


32 


1 2 3 
No. of nuclet .. 18 82 148 


The accompanying photomicrograph shows a typical 
nucleus with three distinct Barr bodies. 

Cases described of abnor- 
malities of the sex chromo- 


14 300 


. somes seem so far to 

9 between number of X 


chromosomes and num- 
ber of Barr bodies in buccal 
mucosa nuclei, the number 
of Barr bodies being most 
: often equal to (7-1). 
From this it follows that 

the child in question might 
have a sex-chromosome constitution of the XXXXY type. 
A point which remains to be investigated is why the sex 
chromatin in cultured cells of this individual seems to 
consist of single heteropyknotic masses. 
Cytogeneticists generally agree that the characterisation 
of the X chromosomes is difficult, and some authorities! 
believe it impossible. 


In the present case, by using the criteria on which our 
Previous experience is based,” we could not formally label more 
than 2 chromosomes as Xs. We were also inclined to postulate 
that additional autosomes were present, paradoxically enough 
because of the severe impairment of the sexual development in 
our case. Thus is seems that individuals with apparent sex- 
chromosome constitutions of the XXXY,* XXYY,* and 
XXXXY/XXXY° types mimic patients with Klinefelter 
1. Patau, K. Amer. J. hum. Genet. 1960, 12, 250 
2. Fraccaro, M., Lindsten, J. Folia hered. path. 1960, 9, 185. 

. Ferguson- Smith, M. x. Johnston, A. W., Handmaker, S. D. Lancet, 
July 23, 1960, p. 184. 
4. Muldal, S. » Ockey, ro H. ibid. Aug. 27, 1960, p. 492 
5. Jacobs, Buckton, K. E., Tough, Kis N. Personal com- 
munication, 1960. 


syndrome (XXY), at least in the little-altered appearance of the 
external genitalia. 

The possibility also exists that X chromosomes when present 
in excess of the common number may tend to be morphologi- 
cally abnormal. Thus De Carli et al.° described a woman with 
47 chromosomes and a proportion of nuclei with double Barr 
bodies. A formal cytological analysis did not, however, reveal : 
more than 2 X chromosomes, and the extra chromosome was 
thought to be similar to those of pair no. 10 or no. 11. An 
alternative interpretation ’ of these findings is that this extra 
chromosome represents an X which underwent a deletion. 

On the other hand, the possibility should be considered that, 
in our case, autosomes are in fact involved and that their 
presence in excess may also result in heteropyknotic masses 
in interphase nuclei. 

These findings have convinced us that examination of 
buccal smears is an indispensable aid to a study of any case 
like this one when the chromosome abnormalities are 
unusual. This is a point about which we have been 
wrongly sceptical in the past. 

We wish to extend our warmest thanks to Dr. H. Klinger, of Basle, 
who provided us with preparations of the highest technical standard 
from the buccal mucosa of the patient and who was also responsible 
for their interpretation and for the el 

Medical Research Council 


Population Genetics Research Unit. 
Headington, Oxford. M. FRACCARO. 
Department of Endocrinology and Metabolism 
Karolinska Sjukhuset, Stockholm. > ‘J. LINDSTEN. 


*.* We congratulate Dr. Fraccaro and his colleagues 
on this prompt correction. With those noted in our 
leader of Nov. 12 this makes three cases in which extra 
X chromosomes have been mistaken for other members of 
the 6-12 group. Either the X chromosome is more 
variable in size than has been thought, or the X chromo- 
somes concerned are abnormal, or our methods are less 
reliable on this point than we believe. Otherwise we must 
suppose that sex-chromatin bodies can be produced by any 
extra autosome in the 6-12 group, and this seems un- 
likely. The optimistic supposition of the last paragraph of 
our leader—that trisomy of every one of the autosomes 
might some day be demonstrated—was based largely on 
this case and must unfortunately be moderated.—Eb. L. 


ANHIDROSIS AND HEATSTROKE 
Sir,—I write to support Dr. Ladell’s views * on this 


subject. 

In the summer of 1959 Melbourne had its worst heatwave 
for half a century, with maximum temperatures of 108-5°, 
107-3°, 109-0°, and 98-0°F on consecutive days, and this insti- 
tution for the healthy and infirm elderly was in a state of emer- 
gency during this period. 

A great opportunity for observing the effects of extreme heat 
on the elderly patient was lost at this time. All that was saved 
were a series of temperature records and some clinical im- 
pressions, but these in themselves support the view that it is 
the rise in temperature which precedes and is a major factor in 
the cessation of sweating. No less than a third of the patients 
at risk—38 out of a total of 116—had a temperature rise of 1°F 
or more above normal. 9 patients had a temperature rise of 3° 
or more, the highest temperature being 106-0°F. All 9 showed 
the typical picture of heat hyperpyrexia—hot dry skin, absence 
of sweating, mental deterioration, and so on. Those with lesser 
degrees of pyrexia did not. Careful treatment was successful 
in all cases. 

It seemed that the temperature rise came first, and that at a 
certain level, which varied but was as a rule between 102° and 
103°F, something went completely wrong with the temperature- 
6. De Carli, “ Nuzzo, F., Chiarelli, B., Poli, E. Lancet, July 16, 1960, p. . 130. 
7. Jacobs, P. A., Harnden, D>. G.. Court Brown, W. M., Baikie, a. G. 


ibid. Aug. 13, 1960, p. 368. 
8. Lancet, 1960, i, 1292 
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regulating mechanism, and the full picture of heatstroke and 
anhidrosis developed, with prostration and a rapidly rising 
temperature. 

Dr. Ladell gives facts relating to the falling off in sweat 
production with rising body-temperature which fit in very well 
with our clinical observations, and which would explain our 
finding that the critical level lay between 102° and 103°F. 


Davip C. WALLACE. 
CIGARETTES IN HOSPITALS 
Sir,—Dr. Birch (Dec. 3) rightly calls attention to the 
illogicality of advising patients against smoking and at the 
same time providing facilities for them to do so. Besides 
vending machines, many hospitals possess a shop or 
allow the sale of cigarettes to patients by newspaper 
roundsmen or other means. The hospital staff, not 
unnaturally, also make use of these facilities, thus con- 
tributing to the suggestion that the hospital condones 
something which medical advice often has to condemn. 
There has also been a growing volume of criticism 
recently of the lack of central action about cigarette- 
smoking. No-one pretends that this is an easy assignment, 
but it would seem that the time has arrived when a 
thorough examination under Government auspices of the 
various facets of this difficult problem should be under- 
taken. I would suggest that a commission representative 
of the various medical, educational, and lay aspects be 
appointed to inquire into the present situation in this 
country concerning smoking and to make recommenda- 
tions with a view to safeguarding the public welfare. 
Clare Hall Hospital, 
NorMAN MAcDONALD. 


OVERDOSE OF TRIFLUOPERAZINE 

S1r,—Attempted suicide by trifluoperazine is unusual, 
and the following case demonstrates the alarming side- 
effects of this drug when taken in large quantity. 

A man of 27 was under outpatient supervision for chronic 
schizophrenia. Several months before admission his treatment 
was altered to trifluoperazine (‘ Stelazine’) (10 mg. daily), 
which he took conscientiously without ill effect until his supply 
of tablets became exhausted. His mental condition then began 
to deteriorate and he became depressed and dissatisfied with 
himself and was unable to concentrate or sleep. He consulted 
a psychiatrist, who prescribed twenty-eight 5 mg. tablets of 
trifluoperazine. On returning home, the patient made a 
determined suicidal attempt by swallowing all the tablets at 
once. 18 hours later he was admitted to this hospital with severe 
generalised muscle cramps and stiffness of the legs, back, and 
neck, which had developed about 12 hours after taking the 
tablets. On examination he was fully conscious but rolling 


- around the bed complaining of agonising spasms in the back 


and neck, which tended to subside when he was occupied. 
There was moderate torticollis to the right, with head retraction 
and stiffness of the neck muscles, but there was no limitation of 
movement. There was slight but definite hypertonus of the 
right leg with increased knee reflexes and bilateral unsustained 
ankle-clonus. His coordination was good, and pupil reactions 
were normal with no nystagmus. No other abnormal signs 
were detected in the nervous system. 

These symptoms were very unpleasant and frightening to 
the patient, but disappeared spontaneously during the next 
12 hours without sequela. They were presumably due to the 
effects of 140 mg. of trifluoperazine on the extrapyramidal 
system. It would, therefore, seem important that casualty 
officers should be aware of these side-effects of phenothiazine 
derivatives, and should hesitate to diagnose meningitis, tetany, 
&c., in patients who have taken these preparations. 

Future cases should be treated by gastric aspiration and the 
maintenance of an adequate airway to prevent asphyxiation 
from spasm of the glottis. It has been shown that caffeine 


benzoate (gr. 7'/,) injected intravenously may be helpful in 
relieving painful dystonic muscle spasms, and Robertson ! 
has suggested that anti-histamines such as diphenhydramine 
(25 mg.) should be given intravenously in all cases of pheno. 
thiazine overdosage because of their antiparkinsonjan 
properties. 

J. C. Barker 
E. M. Ke, 


SAFETY OF IRON PREPARATIONS 


Sir,—With the increased use of ferrous salts in the 
treatment of iron-deficiency anemias there has been q 
corresponding rise in the number of children killed by 
accidental ingestion of these drugs. 17 deaths were 
recorded in Great Britain in 1940-49, and 32 in 1950-53: 
Symptoms of poisoning have been reported as shock, 
gastrointestinal irritation, necrotic lesions of the stomach 
and intestine, and damage to the liver and heart, 
Intolerance to ferrous salts (nausea, vomiting, and gastro- 
intestinal upsets) have often been reported.*-* 

We therefore thought it important to determine the 
safety of the more commonly used ferrous compounds 
when given orally, under conditions which, as far as 
possible, simulated the accidental ingestion of large num- 
bers of tablets of a commercial preparation. 


We chose the dog for this investigation because it is possible 
in dogs to observe subjectively many of the toxic symptoms 
reported in humans. 

In our first experiments we compared the safety of ferrous 
carbonate, ferrous sulphate, and ferrous gluconate after a 
single large oral dose. The animals were killed and examined 
24 hours after dosing. 

The results showed that ferrous carbonate is far less toxic 
than ferrous sulphate; for example, a dose of ferrous carbonate 
as high as 1-5 g. ferrous iron per kg. produced no symptoms of 
toxicity, nor was there any postmortem or histological evidence 
of damage to the stomach or intestine. In contrast, ferrous 
sulphate at a much smaller dose of 0-6 g. ferrous iron per kg. 
was fatal, and a dose of 0-3 g. per kg. produced extensive 
ulceration and inflammation of the gastrointestinal tract. 
Ferrous gluconate, although less toxic than the sulphate, was 
more toxic than the carbonate, since, although not fatal, it 
produced gastrointestinal damage at dose levels of 0-75 and 
0-375 g. ferrous iron per kg. 

Larger experiments, using commercial tablets of ferrous 
salts (ferrous carbonate, ferrous sulphate, ferrous sulphate com- 
pound, ferrous gluconate, ferrous succinate), confirmed our 
observations. Ferrous carbonate at 1-5 g. ferrous iron per kg. 
produced no evidence of toxicity whatsoever, whereas ferrous 
sulphate (0-187-0-75 g. ferrous iron per kg.) caused vomiting, 
ulceration, and inflammation of the stomach, and sometimes 
inflammation of the duodenum. Even with doses as low a 
0-012 g. per kg. there was some damage to the fundus of the 
stomach. The commercial preparations of ferrous gluconate 
and ferrous succinate also proved more toxic than ferrous 
carbonate. The maximum safe doses of these salts determined 
by experiements in dogs are: 


Ferrous carbonate .. a 15 _ g. ferrous iron per kg. 
Ferrous sulphate compound <0-012 ,, os 
Ferrous gluconate .. 0-047 ,, 
Ferrous succinate .. 0-094 ,, 


Therefore, in our experiments on dogs, ferrous cat- 
bonate is 100 times safer than ferrcus sulphate, 30 times 
safer than ferrous gluconate, and 15 times safer than 


. Robertson, W. Amer. #. Dis. Child. 1960, 100, 290. 
Report of the Committee on Toxicology. #. Amer. med. Ass. 1959, 170, 


676. 
Forbes, G. Brit. med. F. 1947, i, 367. 
Duffy, T. L., Diehl, A. M. ¥. Pediat. 1952, 40, 1. 
Swift, S. C., Cefalo, V., Rubell, E. B. ibid. p. 6. . 
. Benstead, N., Theobald, G. W. Brit. med. F. 1952, i, 407. 
Gatenby, P. P. B., Lillie, E. W. Lancet, 1955, i, 740. e 
. O'Sullivan, D. J., Higgins, P. G., Wilkinson, J. F. ibid. 1955, ii, 483. 
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ferrous succinate. Because ferrous carbonate has a high 
degree of safety in these animal experiments and is also 
dinically effective in the treatment of iron-deficiency 
anemias, we believe that the use of a stable preparation 
of ferrous carbonate, in preference to other iron salts, 
will help to reduce deaths in children who accidentally take 
large doses of iron. 

It seems that the use of ferrous carbonate would do 
much to reduce symptoms of intolerance to iron, 
especially the gastrointestinal upset often reported with 


other iron preparations. 

P. F. D’ARcy 
Allen & Han t 

Ware, Hertfordshire 4 E. M. Howarp. 


DIURETICS IN THE MANAGEMENT OF 

OBSTRUCTION OF THE SUPERIOR VENA CAVA 

Sirn,—In patients with bronchial carcinoma causing 
obstruction of the superior vena cava, there is inevitably 
an interval between admission to hospital and relief of 
the obstruction by radiotherapy or alkylating agents; 
indeed, radiotherapy may temporarily aggravate the 
obstruction, and several days may elapse before such 
therapy can even be started. 
Six months ago I tried the effect of a diuretic (chloro- 
thiazzide) in conventional dosage as an interim measure 
inthese patients. So far this has been tried in 4 patients, 
and in 2 within twenty-four hours cedema of the face and 
neck was dramatically reduced, and in the other 2 there 
was considerable subjective improvement (reduced skin 
stretching) though no significant objective changes. 
Diuretics might also be given at the same time as radio- 
therapy in an attempt to limit local cedema due to heavy 
irradiation. 


D. O. Lewis. 


Parliament 


Supplementary Estimates 

Miss Ep!ITH PITT, parliamentary secretary to the Ministry of 
Health, said that the whole of the supplementary estimate for 
the National Health Service ! related to increased remunera- 
tion. For England and Wales £37,665,000 was needed, and 
most of it—£35,976,000 gross—was for payments to doctors 
to implement the recommendations of the Pilkington report. 
The estimate also covered seven other wage awards, of which 
the largest item was for clerical and ancillary workers. 

Dr. EpIrH SUMMERSKILL was disappointed that this change 
in pay structure had not been related to the general health of 
the service. This was probably the last time that such a large 
sum would be allocated. In future, the standing review body 
would examine the remuneration of doctors and dentists every 
three years; this might lead to adjustment of salaries in a minor 
way, and structural changes might not be so acceptable when 
there were only minor salary increases. This was the psycho- 
logical moment for the Minister to say that, as this large sum 
of money was being given, he wanted the service improved. She 
was sure that he wanted to save money, and at the same time 
to do it in a constructive manner. This was his great oppor- 
tunity, but unfortunately he had missed it. But at least he had 
said let us have £1 million to improve general practice, and he 
might now say what he proposed to do with it. She suggested 
tefresher courses, and the reduction of the maximum size of 
the G.P.’s list. If the Minister wished to reduce the hospital 
Population, he should place more emphasis on the domiciliary 
services. If he had seized this opportunity to increase the 
consultants’ basic salary, if necessary by abolishing the C Class 
of merit awards, and to make all domiciliary visits free, then 


1. See Lancet, Nov. 26, 1960, p. 1202. 


general practitioners could more easily obtain a second opinion. 
This would help to solve the problem of our overfull hospitals. 
She also asked why the part-time consultant was still favoured 
at the expense of the more effective whole-time consultant. 

Dr. DONALD JOHNSON, too, thought that an opportunity 
had been missed to reconsider the structure of the service. He 
wondered whether the capitation fee was the best method of 
paying the general practitioner. By this method the doctor had 
only one financial incentive—namely, to get the maximum 
number of patients. He got no more if he attended them all 
every day and no less if he sent them all to hospital whether 
as outpatients or inpatients. He was penalised financially 
automatically if he spent money on his surgery or employed 
extra secretarial or nursing assistance. We could talk about 
developing domiciliary services, but it was the general practi- 
tioners who were essentially our agents for providing efficient 
domiciliary services, and not the local authorities or extensions 
of the hospital service. Both outpatient and inpatient hospital 
treatment were largely dependent on how the general practi- 
tioner worked. 

Mr. LAURENCE PAVITT was disturbed that in England £16 
million was provided for the regional hospitals, which under- 
took 90% of hospital care, and £3-7 million for the teaching 
hospitals, which provided only 10%. 

Mr. ENocH PowELL, the Minister of Health, welcomed the 
Government’s acceptance of the Pilkington recommendations, 
for he believed that it could without exaggeration be said to 
mark the opening of a new era in the relations between the 
medical profession, the National Health Service, the Health 
Ministries, and, indeed, Parliament. It was therefore perhaps a 
little inconsistent to complain as some speakers had done of 
lost opportunities, for the essence of the Government’s act was 
the acceptance of the report as a whole. He expected that 
arrears due to doctors in the hospital service relating to the 
period back to Jan. 1, 1960, would all be paid before the end of 
this calendar year, and the full amount of these arrears had 
been included in the supplementary estimate. 


The Next Two General Grants 


The Minister of Housing and Local Government has set out 
his proposals for the general grants to local authorities ! for 
the next two years. The Government consider that estimates 
for total local-authority expenditure for 1961-62 and 1962-63 
should be fixed at £818-19 million and £851-15 million respec- 
tively (the revised estimates for 1959-60 and 1960-61 were 
£723-48 million and £769-80 million), and on these figures the 
Government conclude that the general grant (which is the 
Exchequer’s contribution) should be £454 million for 1961-62 
and £472 million for 1962-63. 

Local authorities expect to spend on their health services 
£72:89 million in 1961-62 and £77:20 million in 1962-63 
(compared with £64-28 million in 1959-60 and £66-50 million 
in 1960-61). Discussing these increases the Minister says that 
because of the new responsibilities which the Mental Health 
Act will impose on authorities he expects that expenditure on 
their mental-health services, which had reached about £4 
million in 1959-60, will amount to well over £8 million by 
1962-63. Other community services for which substantial 
development has been provided are health visiting, welfare 
services for mothers and young children, homes for the old and 
infirm, and welfare services for the physically handicapped, 
For example, at the end of the current year nearly 38,000 places 
for the old and infirm which would have ranked for contribu- 
tions under the National Assistance Act 1948 will have been 
brought into use, compared with about 30,000 at the end of 
1958-59. Estimates for 1961-62 and 1962-63 show that this rate 
of increase is likely to be substantially exceeded. The number 
on registers for the handicapped by the end of 1962 are likely 
to show the following increases over 1959: 

Blind and partially sighted persons 
Deaf and 6000 (17-7%) 
Others 24,000 (27°7%) 


. Local Government Finance (England and bag - yg The General Grant 
Order, 1960. H.M. Stationery Office. Pp. 1 s. 3d. 
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Academic and Scientific Rates 


At the second reading of the Rating and Valuation Bill on 
Nov. 30, Mr. HENRY BROOKE, the Minister of Housing and 
Local Government, said that the Pritchard Committee had 
recommended that every organisation which qualified as a 
charity should be absolutely entitled to a 50% remission of 
rates, whether the benefits it conferred locally were great or 
small, and that the local authority should have discretion to 
grant a further remission beyond the obligatory 50%, remission, 
right up to complete exemption from rates. The Pritchard 
Committee was clearly in some doubt about the position of the 
universities. The universities were undoubtedly charities, but 
they were substantially financed by Exchequer grant through 
the University Grants Committee. Unlike other charities, 
many of them held a considerable, if not a dominating, position 
in the towns and cities in which they were established, as well 
as being different from the ordinary charity in that they were 
largely Exchequer financed. In all the circumstances, it did not 

‘seem to the Government that a sufficient case existed for 
obliging the local authority to give the universities on all their 
extensive buildings a 50% remission. But the Chancellor of 
the Exchequer was ready to give assurance that any additional 
rates falling on the universities as a result would be taken into 
account in determining the amount of recurrent grants to be 
paid to them from the Exchequer. It was simply a question 
whether the money would come from the tax-payers or from 
the other ratepayers. This applied to all universities and 
colleges which received grants through the University Grants 
Committee. It did not apply to the Oxford and Cambridge 
colleges, though it did apply to the university buildings in 
Oxford and Cambridge. The colleges would get the 50%, 
mandatory relief, because they were charitable foundations and 
yet did not receive any grant whatever from the University 
Grants Committee. The Government believed that this was 
the fairest settlement of an intractable problem. 

The Bill repealed the total exemption from rates given by 
the Scientific Societies Act of 1843 to societies established for 
the purposes of science, literature, or the fine arts exclusively. 
The definition in the 1843 Act had proved difficult to apply. 
Under the Bill, practically every organisation which now 
obtained benefit from the 1843 Act would in future, through 
being a charity, qualify automatically for 50% derating, and 
the local authority would have discretion to go further, up to 
complete exemption. Dr. REGINALD BENNETT asked whether 
research associations came under the heading of charities. Mr. 
BROOKE said that any organisation, whether a research associa- 
tion or anything else, which could satisfy the authority that it 
was a charity would qualify. 

In summing up Sir KEITH JOSEPH, the parliamentary 
secretary of the Ministry, agreed with several members who 
had suggested during the debate that it was probable that in the 
immediate future the impact of the education and health 
programme would cause the local authority rate demands to rise. 
But the tax-payer was already bearing a substantial share of the 
cost of these local services and, as the General Grant Order 
showed, they were still bearing a very substantial share. Further- 
more rates were the support of local government independence, 
and everyone wanted to ensure that local government could be 
vigorous and independent on the basis of its own properly 
raised, and independently raised, finances. 


Cleanish Food 


On the adjournment on Nov. 29, Dr. BARNETT STROSS 
prayed against the new food hygiene regulations (S.I. 1960. 
no. 1601) which consolidate the earlier regulations and extend 
them to “ food businesses carried on from homegoing ships 
and moored vessels ”. He explained he did so only because he 
thought that they were inadequate. He pointed out that the 
number of outbreaks of food-poisoning had risen steeply and 
that outbreaks were more frequent in hospitals than in other 
catering establishments. He was especially disappointed that the 
new regulations still left the responsibility of notifying an 


infection with the food-handler. Dr. A. D. D. Broucutoy 
regretted that the new regulations did not in any way encourage 
education in hygiene. 

Miss EpITH PITT, parliamentary secretary to the Ministry 
of Health, said that the 1955 regulations had done much ty 
raise the standard of food hygiene, and had proved an effective 
instrument for enforcing satisfactory basic standards. The main 
emphasis, however, by the enforcing authorities, had na 
been on education rather than on legal proceedings, for the full 
purposes of the regulations would not be achieved until every 
food-handler and every customer was so well aware of the 
importance of good hygiene that correct practices became q 
matter of course. Though there had been an upward tendency 
in notifications, this might perhaps be the result of a great deal 
more publicity and far more intensified effort to find out where 
the cases were. People in hospitals were already in a state of 
susceptibility and there was also more ready notification from 
hospitals. Much was going on in the special training of al] 
hospital staff, catering and nursing, in food hygiene and 
towards the redesigning of hospital catering facilities.—Dr, 
Stross asked if the hospitals at least could not initiate the 
examination of food-handlers, but Miss PITT said that examina- 
tion would be required at such short intervals as to be 
impracticable. She believed that the new regulations should 
prove an effective instrument for continuing and consolidating 
the progress achieved since 1955 in this important aspect of 
modern living. 


Registered and Enrolled Nurses 


On Dec. 1 Dame IRENE WarD introduced the Nurses 
(Amendment) Bill in the House of Commons. Its chief purpose 
is to provide that in future the “‘ roll of assistant nurses ”’ shall be 
known as the “‘ roll of nurses ’’ and the “‘ assistant nurses” 
committees of the General Nursing Councils of England and 
Wales and of Scotland as the “‘ enrolled nurses ’’ committees, 
It also provides that the standard of training required for 
registration will remain higher than that required for enrolment, 


QUESTION TIME 


R.H.B. Capital Expenditure 
Mr. J. M. L. Prior asked the Minister of Health when he 
proposed to introduce new methods of allocating finance for 
capital projects for regional hospital boards—Mr. POWELL 
replied: I am reviewing the whole management of the hospital 
capital programme, but cannot yet say when any changes will 
be introduced. 


Group-practice Loans 
Mr. L. A. Pavitt asked the Minister of Health how much 


money, in addition to that already earmarked within the | 


general medical services central pool, he proposed to make 
available for group-practice loans, following the recommenda- 
tions of the Pilkington report—Mr. PowELt replied: £88,000 
a year for England and Wales. 


Means Test for State Scholarships 


Mr. W. F. MONTGOMERY asked the Minister of Education 
whether he was yet in a position to make a further statement on 
his consideration of the recommendations of the Anderson 
Committee on grants to students—Sir Davin Ecc es replied: 
The Government have decided on the general lines of the 
radical revision of the scale of parental contributions which 
I announced on Nov. 7. The details of this scale, which will 
come into force in October, 1961, will be published shortly 
after I have consulted the local-authority associations. Ia 
addition to university students, the new scale will apply also to 
students taking comparable courses in further-education 
institutions and to teachers in training. No contribution will be 
required below £700—net scale income—and in general there 
will be a substantial reduction in the amounts which parents 
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will be required to contribute. The income-tax child allowance 
will be continued. The cost of the relaxation of the means test 
now proposed will be approximately £10 million in a full year. 
The system of making awards in Scotland differs in several 
respects from that in England and Wales, and the application 
of the Government’s decisions to Scotland is still under 
discussion. Mr. MONTGOMERY: As we believe in the principle 
of free secondary education for all, and any child who passes 
for a grammar school gets a place irrespective of the parents’ 
income, why cannot we transfer this further and give those 
with the necessary ability a place in further education irrespec- 
tive of the parents’ income. Sir Davip Eccies: This drastic 
relaxation of the means test is without prejudice to full abolition 
ifon examination it should turn out to be the right thing to do. 


Obituary 


HAROLD ESMOND ARNISON BOLDERO 
Kt., M.A., D.M. Oxon., F.R.C.P. 


Sir Harold Boldero, who died at his London home on 
Nov. 30, made great contributions to medical education 
and to the national organisation of medicine during 
twenty years as dean of the Middlesex Hospital Medical 
School and eighteen years as registrar of the Royal College 
of Physicians of London. 

Born in 1889, the son of John Boldero, J.P., of Mark Cross 
in East Sussex, he was edu- 
cated at Charterhouse, Trinity 
College, Oxford, and _ the 
Middlesex Hospital Medical 
School, where he was a final- 
year student in 1914. He 
qualified in the following year 
and then served in France as a 
regimental medical officer, in a 
field ambulance, and as a 
D.A.D.M.S., with the rank of 
major. He returned to the 
Middlesex in 1919 to complete 
his medical education and take 
up junior appointments. He 
was already known as an out- 
standing athlete, having repre- 
sented Oxford in athletics in 
1911 and in hockey in 1912, 
and his prowess as a centre- 
half earned him a place in the England hockey team. He soon 
became known also (even as a house-physician) as an inspiring 
teacher, and he was one of the first medical registrars to be 
appointed to the Middlesex. 

In 1922 he joined the Middlesex Hospital staff as 
assistant physician. At that time it was customary for 
the junior physician to take charge of the children’s ward, 
and by most this was regarded as a necessary but not 
particularly interesting duty. But Boldero was funda- 
mentally interested in pediatrics: he had been a clinical 
assistant at Great Ormond Street and was elected to the 
staff of the Evelina Hospital for Children in 1921. He 
had a profound clinical knowledge of the diseases of 
children and was an excellent therapist. But perhaps his 
greatest asset as a pediatrician was the way in which he 
could manage sick children. His quiet and gentle manner 
at once won their confidence, and many of his former 


Walter Stoneman 


colleagues can recall the justified confidence that he 
inspired in them as parents. In 1934, however, he was 
appointed dean of the medical school and became 
immersed in administration to an extent that prevented 
him from developing as a physician and teacher. ~ 


As the rebuilding of the hospital had just been com- 
pleted, he began to organise the reconstruction of the 
medical school; but when the outbreak of war put an 
end to further building he had been able to complete 
only one section—that containing the administrative 
offices and the Boldero library. For the next five years 
he was a sector officer in the Emergency Medical Service, 
engaged in the organisation of air-raid casualty services, 
but at the same time ensuring that the Middlesex medical 
school was kept together as an entity and that medical 
teaching continued without interruption. It was at this 
period that Boldero began to show the real greatness of 
his qualities. He had control of every situation and his 
advice was continually sought in the development and 
conduct of the service. After the war he again led the 
Middlesex through a difficult period of reconstruction in 
which the development of the National Health Service 
brought big administrative changes to both hospital 
and school. He retired from the staff in 1954. . 


A Middlesex colleague writes: 

‘* Boldero was an excellent administrator both financially and 
educationally, and his term of office brought large develop- 
ments to the school. But he did not limit his deanship to the 
higher walks of administration; he was a personal friend to 
the students, to whose interest he was genuinely devoted. He 
combined an extreme kindness, and forbearance for human 
weakness, with rigid principles of conduct. He was held in 
respect and affection as a man of his word, and his fairness was 
impervious to any outside influence. His great strength lay in 
his ability to see ahead and to take an objective view, and in his 
innate honesty of purpose, which was apparent even to those 
who disagreed most fundamentally with his views. He had 
great courage in all he did, displayed particularly in over- 
coming the successive personal misfortunes which beset him 
and the severe illness which struck him down in 1946. The 
kindest of men and a gay and witty companion, Boldero was a 
sympathetic adviser to many of his colleagues on a variety of 
problems; but he could be rigid and inflexible if he considered 
that basic principles were involved.”’ 


The Middlesex was thus for many years the centre of 
Sir Harold’s work and remained perhaps the centre of his 
interest. But, especially after his retirement, other 
professional bodies claimed his help. 

He served for many years on the General Medical Council; 
he was a member of the Senate of the University of London, 
and he was chairman of the Board of Advanced Medical Studies. 
He was also an original member of the North West Metro- 
politan Regional Hospital Board, and he sat on many formal 
and informal committees of the Ministry of Health. Outside 
the immediate confines of medicine his help was given to the 
General Dental Council and to the Chartered Society of 
Physiotherapy. He had only lately completed a term of office 
as chairman of the council of this latter body which had covered 
the intricate negotiations of the Professions Supplementary to 
Medicine Act. 


But outside the Middlesex his most important work was 
done through and for the Royal College of Physicians. 
In 1942, after a period as treasurer, he was appointed 
registrar—an office which gave him scope for his adminis- 
trative ability. With Lord Moran, Sir Russell Brain, and 
Sir Robert Platt as successive presidents, he took a large 
share in the negotiations which defined the pattern of the 
new health service and later modified it. His knowledge 
and experience of education from his work at his medical 
school and at the university made him an invaluable 
adviser, and to this was added a comprehensive and detailed 
knowledge of the affairs of the college and a willingness to 
shoulder responsibility. 
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R. P. writes of the immediate past: 

“Hal Boldero was 71. He had become a little slower in 
recent years, and more breathless, but he still had the figure of 
the athlete he had been in former days and retained a clarity 
of mind which all who knew him must have envied, though 
they might be 20 years his junior. Confronted with a new 
project, he would examine it with all the caution of age, wis- 
dom, and experience; but, once convinced, he would work for 
it with the enthusiasm of a young man. Thus he was busy on 
the plans for the new college to the day of his death, and no-one 
save the architect himself had done more for them. 


“The Royal College of Physicians had been his greatest 
interest since he left the Middlesex, and in recent years he had 
given nearly all his time to its affairs; but he believed that no 
man is indispensable and had made it clear more than once 
that he was willing to resign in favour of a younger man if it 
were in the interest of the college. It never was in the interest 
of the college, and so he worked on with devotion and I think 
with much enjoyment until one evening after dining happily 
with friends he died. 

“It may be that too few knew him intimately and realised 
his kindness and the great sense of fun which lay behind his 
rather dry unemotional facade. Those who did will remember 
not only the respect but the great affection which he inspired 
in all who worked with him.”’ 


W. R. B. recalls memories of a few years ago: 

“All administrators deal with human nature as their raw 
material, and necessarily in large measure use similar methods. 
The outstandingly successful administrator must have some- 
thing more. In Boldero this was an unusually selfless devotion 
to the institutions and organisations he served, and an excep- 
tional power of assessing what was practicable in any situation, 
having regard to the people concerned, and the restrictions 
imposed on them by the forces acting upon them. 


** Before a meeting at which there were likely to be differ- 
ences of view, one would discuss with him the possible courses 
of action, and what lines different people would be likely to 
take. The main objective would be laid down, and the steps 
to be taken, if things went wrong, discussed. This was what 
he called ‘ doing one’s homework.’ When the committee met, 
he would stroll in, sit down, and listen. If all went according 
to plan he would probably say nothing. If there were strong 
differences of view he would wait till the main alternatives 
had been outlined, and perhaps there seemed to be a deadlock. 
Then during a silence he would say quietly and deliberately: 
‘I was just wondering, Mr. Chairman. . .’ and then would 
come one of his masterly understatements, gently deflating an 
idea, but never a person, and the discussion would take a new 
turn; and like an ideal three-quarter, he was always in the right 
place to take a pass. If he was ever critical of others (in private) 
it sprang from his fierce loyalty to the college, and his friends, 
and his resentment at attacks on either which he considered 
unfair or underhand. He willingly paid the price of this loy- 
alty, which was that sometimes others got the credit which 
should have been his, and he came in for criticism for things 
for which he was not responsible. 


‘* But beneath the administrator there was a rather shy man, 
known only to comparatively few. To go on an expedition 
with him, especially to a conference abroad, was to see contin- 
uously a side of him of which at other times one only caught 
glimpses. He was an ideal companion, full of gaiety and 
enjoyment of the quirks of human nature. He kept in the 
background his personal sorrows, and latterly accepted a 
growing physical disability. No man better embodied Osler’s 
ideal of Aequanimitas. We have said farewell to a wise, loyal, 
gay, and courageous spirit.’’ 


Sir Harold’s wife died in 1950 after a long illness. They 
are survived by their younger son. 


A memorial service, arranged jointly by the college and the Middle- 
sex Hospital, will be held at All Souls, Langham Place, W.1, on 
Thursday, Dec. 15, at 12.30 P.M. 


JOHN MOLYNEUX HAMILL 
O.B.E., B.A., M.D. Cantab., D.Sc. Lond. 

Dr. J. M. Hamill, a former senior medical officer of the 
Ministry of Health, died in Londor. on Nov. 29 at the age 
of 80. He was an authority on food inspection and mi 
production and did much to raise the standards of food. 
supplies in this country. 

He was the son of Philip Hamill and a brother of the late 
Dr. Philip Hamill, F.R.c.Pp. From St. Paul’s School he went to 
Trinity College, Cambridge, of which he was a scholar. He 
took a first-class in both parts of the natural sciences tripos, and 
in 1902 he graduated B.sc. Lond. with first-class honours jn 
physiology. He qualified from St. Bartholomew’s Hospital in 
1904. The same year he was appointed Sharpey physiological 
scholar at University College London. In 1906 he took the 
D.P.H., and in 1907 the p.sc. Lond. 

In 1907 he was appointed a medical inspector of foods 
of the special foods branch of the Local Government 
Board which was being organised by George Buchanan, 
Here Hamill was associated with inquiries into the pre- 
vention of food-poisoning and measures for estimating the 
purity and quality of food-supplies with A. W. J. 
MacFadden, G. W. Monier-Williams, G. C. Hancock, and 
F. J. H. Coutts, and made a number of reports to the Board 
on these subjects. These investigations were interrupted 
by the 1914-18 war during which Hamill served as 
D.A.D.M.S. (san.) in France at G.H.Q. of the British Ex- 
peditionary Force and as sanitary officer to the Central 
Force Headquarters, Horse Guards. For this work he was 
appointed 0.B.E. 

When the Ministry of Health was established in 1919, he 
became deputy senior medical officer to the special section 
of the medical department concerned with the supervision 
of food-supplies and nutrition, with Dr. MacFadden as 
his senior medical officer. Hamill also acted as liaison 
officer in coordinating the work of this section with the 

Medical Research Council. His report on Diet in Relation 
to Normal Nutrition, which applied scientific knowledge to 
the selection of food according to nutritional value and 
cost, was published by the Ministry in 1921. His Notes 
on the Pasteurisation of Milk appeared in 1924. He served 
on the Ministry’s advisory committees on nutrition and on 
a number of departmental and interdepartmental com- 
mittees. He was British Government delegate to four of 
the World Dairy Congresses and chairman of the com- 
mission which in 1927 inquired into milk production in 
Holland and Denmark. In 1934 he succeeded Dr. 
MacFadden as senior medical Officer of the foods section 
of the Ministry. 

A. S. MacN. writes: 

** Hamill was an excellent medical administrator and an 
authority on food standards and on tinned foods. He was an 
easy colleague to work with; and his advice was sound and 
always readily given. He was tall and broad in proportion. 
After his war service his health was not good, and in 1940, on 
reaching the age-limit, he resigned from the Ministry, leaving 
behind him a record of valuable work on nutrition based on 
sound physiological principles.” 

Dr. Hamill married in 1932 Miss Lesley Findlater. 
She died in 1957, 


GEORGE FRANCIS THOMAS SAUNDERS 
O.B.E., M.D. Dubl. 

Dr. Saunders died on Nov. 18 at Kumasi, Ghana, 
after a motor accident. As a specialist in the Colonial 
Medical Service, he had taken an important part in 
the control of epidemic diseases in West Africa, and the 
success of his campaign against sleeping-sickness was an 
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arly and valuable demonstration of the efficiency of 
Western medicine. 
He served in the ranks in the 1914-18 war before qualifying 


4¢ | om Trinity College, Dublin, in 1928. The following year 


he joined the Gold Coast Medical Service, and of his work 


was engaged by the problem of mass disease among rural 
ple, to the exclusion of practice in urban hospitals. In the 
1920’s sleeping-sickness became epidemic in the north of what 
jsnow Ghana, but, because of the financial stringency of the 
depression, he had to struggle with authority until 1936 before 
he obtained grudging permission to start a control campaign. 
With Dr. K. R. S. Morris as entomologist, but otherwise 
relying only on local Africans, many of them illiterate and none 
of them having as much as a school certificate, he built up a 
field organisation which carried the diagnosis and treatment of 
seeping-sickness into every village of the affected areas. His 
slection and training methods were so successful that no 
utoward sequela of any of the potentially dangerous pro- 
cedures used (including lumbar puncture and intravenous 
tryparsamide therapy) ever arose: the epidemic was brought 
under control in 4 or 5 years, and the good will towards Western 
medicine which it engendered among primitive people later 
smoothed the way for the control of other mass diseases among 
them. 

“ George Saunders was gifted with an extraordinary memory 
for scientific literature, and his academic knowledge was of a 
high order. He spoke two or three local languages fluently, 
with a marked Dublin accent. Married to an Ashanti lady since 
1930, he retired to live near Kumasi, a rather lonely man since 
so few Europeans knew of his existence, though deeply admired 
and loved by those who did know him, particularly the handful 
of doctors who had seen his work or had been privileged to 


continue it.”’ 


ROBERT RITCHIE SIMPSON 
M.B. Glasg., F.R.C.S., F.R.C.S.E. 

Mr. R. R. Simpson, who for many years had practised 
otorhinolaryngology in Hull, died there on Nov. 26 at the 
age of 58. 
Born at Larkhall, near Glasgow, he graduated M.B. in the 
University of Glasgow in 1923. Soon after qualifying he began 
training for his specialty, during which time he held junior 
appointments at the Western Infirmary, Glasgow, and later at 
Edinburgh Royal Infirmary. In 1927 he became F.R.C.S.E. 
and immediately afterwards joined Mr. Ritchie Rodger in pri- 
vate and hospital practice in Hull, subsequently holding many 
appointments in that city and in the East Riding of Yorkshire. 
In the 1939-45 war he served as a major in the R.A.M.C. from 
1939-45, first in France until the evacuation of St. Nazaire 
and Jater in the Middle and Far East. 
He was president of the Section of Otology of the Royal 
Society of Medicine in 1954, and president of the North of 
England Otolaryngological Society of which he was a founder 
member. In 1954 the Royal College of Surgeons of England 
elected him to the fellowship ad eundum. He died a week 
before he would have occupied the presidential chair of the 
British Association of Otolaryngologists. He acted several 
times as an external examiner in the final examination in sur- 
gery at the University of Manchester. He served on Hull 
A Group Hospital Management Committee for many years. 
He was a justice of the peace until four years ago, being par- 
ticularly interested in juvenile delinquency. 
Although never working in a teaching hospital, except in his 
younger days, he retained a deep interest in the University of 
Hull, particularly in the Departments of Zoology and English, 
and the shelves of the university library contain some of his 
books. His chief literary contribution was his Shakespeare and 
Medicine, which was published last year. 
A. H. writes of one aspect of his work in Hull: 
“Mr. Simpson, along with his colleague and friend Mr. 
Ritchie Rodger, founded and organised the ear, nose, and 
throat service for schoolchildren in Hull. After 1947, when 


B. B. W. writes: “‘ From the first, Saunders’ full interest . 


Mr. Ritchie Rodger resigned, Mr. Simpson carried on alone 
until 1954 when two other consultants were appointed to assist 
him. He was responsible for many improvements in the ser- 
vice, and he was always receptive to new ideas. But first and 
foremost he loved children, and it was because of this that the 
service at which he had worked so hard was such a successful 
one. He will be sadly missed.”’ 

V. L. tells of a friendship with Mr. Simpson dating 
from 1926 when they were fellow clinical assistants: 

**TIt is perhaps his personal qualifications as well as his pro- 
fessional attainments which have made a permanent impres- 
sion upon my memory. I have never met anyone who attracted 
friendship and affection as readily as Bob Simpson. This is all 
the more remarkable because he was a man who never courted 
favour, but was fearlessly, though not aggressively, honest and 
would stand for truth and justice on all occasions. His many 
friends have admired the courage with which he faced increas- 
ing disability. During these latter difficult years he had the 
care of a self-sacrificing wife and the consolation of the back- 
ground of a very happy family life as well.’’ 

Mr. Simpson is survived by his wife and by two 
daughters and a son. 


JAMES CROLEY SEYMOUR 
M.B. Lond. 


J. C. Seymour, who died at the age of 39 on Nov. 28 
as the result of a motor accident, had been a Bernhard 
Baron Research scholar at the Ferens Institute, Middlesex 
Hospital, London, for the past ten years. 

He was born in South Africa but came to this country to 
study medicine. After qualifying from St. Bartholomew’s 
Hospital in 1945 he held house-appointments at the neuro- 
surgical units there and at Hill End, St. Albans. 


Of Seymour’s work at the Ferens Institute T. J. W. 


writes: 

“ Intellectually well endowed, he was also gifted with hands 
which made ordinary operating look clumsy and micro- 
dissection and manipulation their 
natural function; while his shrewd 
clinical sense made clinical diag- 
nosis seem easy. Only in the head 
and neck did anatomical arrange- 
ments and physiological derange- 
ments prove challenging enough 
to test his powers of thought and 
action. Intuitively he felt that 
such conditions as migraine, vaso- 
motor rhinitis, atrophic rhinitis, 
and Méniére’s disease must have 
common factors, and it was 
largely at his instigation that the 
late E. R. Garnett Passe began 
sympathetic surgery for inner-ear disorders. At the Ferens 
Institute Seymour made a special study of the inner eaz. 
He felt that its unique vascular arrangement might well be 
Nature’s neglected warning system of impending vascular 
catastrophe and that this could revolutionise orthodox E.N.T. 
conceptions. He also proved that vascular spasm could occur 
in the inner-ear vessels of animals. He correlated this with his 
neurosurgical experience of human carotid and cerebral artery 
spasm and advocated strongly the need for vasodilators, 
sympathetic block, or even sympathectomy in those cases. 
Nearly ten years ago he first mooted the possibility of the 
beneficial effects of sympathectomy for atrophic rhinitis and of 
parasympathectomy for vasomotor rhinitis. Much that he said 
then is beginning to find acceptance today. 

“To those who did not know him his rather disdainful air, 
cutting tongue, and obvious intellectuality were barriers 
difficult to overcome. The real man, however, was a very 
different and altogether delightful person who enriched the 
lives of those few lucky enough to be his friends. Full of 
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stimulating ideas, considerate, witty, and above all supremely Diary of the Week 
sensitive and sympathetic to those around him he was very far 


removed from the coldly scientific research worker he made 
out to be. Swimming, motor racing, and latterly fishing were 
his relaxations and in each he was a perfectionist. To those who 
knew and loved him, the world will be a much less stimulating 


place without James Seymour.” 


Mr. W. W. GALBRAITH 
W. T. I., who as a young surgeon worked under Mr. 
Galbraith during his last year as senior surgeon at the 
Western Infirmary, writes: 


** Although in his last months of active surgical life, Mr. 
Galbraith’s interest in everything appertaining to surgery was 
immense. As well as being a very great technical surgeon 
himself, he loved teaching operating surgical techniques to his 
juniors, and the hours spent with him remained memorable 
to the many young men he trained. Though at the end of a 
long and distinguished urological career, he was remarkably 
openminded and receptive of new ideas with the happy knack 
of discerning what was unsound or not practical. 

** We were all stimulated by his enormous zest for life and 
his interest in everything medical in the widest sense. There 
was nothing narrow or departmental in his approach to surgery, 
and no man could have been more generous in spirit to his 
colleagues. Especially did he delight in seeing young men 
advancing in their professional life, and the loss of his enthus- 
iastic encouragement will be felt by many young surgeons both 
here and abroad. Nor was this kindly interest limited to the 
surgeons he trained. He took a pride in the careers of the girls 
who worked under him as nurses, sisters, and secretaries, and 
was always ready to help them in any way he could. It is a 
measure of his greatness and warmth of heart that his passing 

has caused such sadness in so many varied walks of life.” 


Public Health 


Scottish Health Statistics 


The Department of Health for Scotland have published the 
second ' of their new series of annual reports giving details 
about health and health services in Scotland. The report 
includes statistics of population, morbidity and mortality, 
sickness among the insured population, maternity services, 
infant and child health, general medical, dental, and ophthalmic 
services, hospital and specialist services, and cost of the health 
services. 


1. De of Health for Health Statistics 1959. 
M. Stationery Office. Pp. 196. 


Infectious Diseases in England and Wales 


¥ Week ended November 
Disease 
5 12 | 19 | 26° 
Diphtheria “< 4 | 1 
Dysentery .. 422 443 492 496 
Encephalitis: | 
ective oe oe 3 2 | 2 
Food-poisoning . 161 210 | 
Measles, excludin rubella 5283 4869 5412 5554 
Meningococcal infection . . 18 27 | 12 
Ophthalmia neonatorum . xe 26 17 22 | 13 
Paratyphoid fever 2 4 | 4) 7 
Pneumonia, primary or influenzal | 215 232 | 284 281 
Poliomyelitis: | | 
Paralytic gj oo 8 8 | 8 
Non-paralytic .. 2 4 | 1 
Puerperal pyrexia .. 175 mm | | 97 
Scarlet fever oe 416 436 | 499 | 568 
Smallpox . oe | | 
Tuberculosis: 
Respiratory 363 348 399 | 375 
Meninges andc.n.s. 6 4 | 4 | 10 
Other 51 41 52 | Ad 
fever 2 2 | 3 
ooping-co' 1000 835 | 1055 | 1105 
* Not including late returns. 


DEC. 11 TO 17 
Monday, 12th 


PosTGRADUATE MEDICAL SCHOOL OF LONDON, Ducane Road, W.12 
4P.M. Prof. D. V. Hubble: Steatorrhea in Childhood. 


Tuesday, 13th 
RoyaL COLLEGE OF SURGEONS OF ENGLAND, Lincoln’s Inn Fields, W.C2 
5 P.M. Dr. M. S. Israel: Chronic Inflammatory Lesions of the Smajj 
Intestine. (Erasmus Wilson demonstration.) 
Roya Society OF MEDICINE, 1, Wimpole Street, W.1 
.30 P.M. Experimental Medicine and Therapeutics. Dr. A. Spinks, 
Dr. D. R. Laurence: Transfer of Drugs from the Animal Labora. 
tory to Man. 

8 P.M. Psychiatry. (Joint meeting with the Medico-Legal Society,) 
Dr. Northage de Ville Mather, Mr. Henry Elam: Medical Evidence 
and its Presentation in Court. 

INSTITUTE OF DERMATOLOGY, Lisle Street, W.C.2 
5.30 P.M. Dr. R. H. Marten: Moniliasis. 
BIRMINGHAM MeEpICcaL INsTITUTE, 36, Harborne Road, Birmingham 
8p.M. Psychiatry. Mr. J. G. ‘Hamilton: Surgical Treatment of Intract- 
able Pain. 
MANCHESTER MEDICAL SOCIETY 

5 P.M. (Clinical Sciences Buildin ng: York Place.) sonar. Mr. Rodney 

Smith: Expanding Scope of Hepatic Surgery 
LEEDS NEUROLOGICAL SCIENCES COLLOQUIUM 

5.15 P.M. (General Infirmary at Leeds.) Mr. Douglas Northfield: 

Tumours Involving the Floor of the Third Ventricle. 


Wednesday, 14th 
Roya COLLEGE OF SURGEONS OF ENGLAND 
5 p.M. Mr. Owen Daniel: Complication of Diversion of the Urinary 
Stream. (Hunterian lecture.) 
OF MEDICINE 
4.30 P.M. Physical Medicine. Dr. B. G. B. Christie, Dr. R. W. Gilliatt, 
Dr. A. L. Woolf: 
INSTITUTE OF DERMATOLOG 
5.30 P.M. Dr. R. W. Riddell: Subcutaneous and Systemic Mycoses, 
INSTITUTE OF THE CHEST, Brompton, S.W.3 
5p.M. Dr. J. R. May: Considerations Regarding Immunity to Hemo- 
philus influenze 
EuGENIcs SOCIETY 
5.30 P.M. (Burlington House, Piccadilly, W.1.) Dr. A. C. Stevenson: 
Modern Trends in the Population Genetics of Man. 
HARVEIAN or OF LONDON, 11, Chandos Street, W.1 
8.15 P.M. Dr. S. C. Truelove: Ulcerative Colitis. 
MANCHESTER MEDICAL SOCIETY 
5 P.M. Nm % School, University of Manchester.) Pathology. Dr, 
L. R. White: Histopathology of Virus Infections. 


15th 
ROYAL COLLEGE OF SURGEONS OF ENGLAND 
5 P.M. Dr. Leslie Turner: Structure of Arachnoid Granulations with 
Observations on their Physiological and Pathological Significance, 
(Arris and Gale lecture.) 
INSTITUTE OF OBSTETRICS AND GYNA&COLOGY 
11.15 A.M. (Queen Charlotte’s Hospital, Goldhawk Road, W.6.) Mr. J. 
Marshall Scott: Problems of the Occipito-posterior Position. 
NUFFIELD CENTRE, Wingfield-Morris Orthopedic Hospital, 
‘or 
8.30 P.M. Prof. Joseph Trueta: Account of Visit to Orthopedic Centres 
in the United States of America. 


Friday, 16th 
UNIVERSITY OF LONDON 
5 P.M. orn 4 College Hospital Medical School, University Street, 
W.C.1.) Dr. E. H. Kass: Pathogenesis of Pyelonephritis. 
FAcuLTy OF RADIOLOGISTS 
4.30 P.M. (Joint two-day meeting with the British Institute of Radiology 
and the R.S.M. Section of Radiology at 1, Wimpole Street, W.1.) 
Prof. Sheila Sherlock, Dr. W. B. Young, Mr. H. S. Williams, Dr. 
Stanley Shaldon, Sir Roy Cameron: Diseases of the Liver. 
SociETY OF MEDICINE 
5.30 p.M. Epidemiology and Preventive Medicine. Prof. Thomas McKeown, 
Dr. C. O. Carter: Congenital Pyloric Stenosis. : 
8 P.M. Pediatrics. Dr. B. E. Schlesinger: Course and Treatment of Still’s 
Disease. (Presidential address.) 
a COLLEGE OF SURGEONS OF EDINBURGH, Nicolson Street, Edinburgh, 8 
P. - oe to F. Cappell: Points in the Diagnosis of Certain Tumours 
of the Skin. 


Saturday, 17th 
FACULTY OF RADIOLOGISTS 
10 a.M. (Joint meeting continued at the Royal College of Surgeons) 
Prof. R. B. Lucas, Dr. F. L. Ingram, Mr. H. P. Cook, Sir Stanford 
Cade, Prof. B. W. Windeyer: Tumours of the Mandible. 


Appointments 


CARUANA, SALVINO, M.D., B.SC. Malta, D.T.M. & H., D.P.H.: assistant M.O., 
Cheshire. 

Eyre-WALKER, D. W., M.B. N.Z., F.F.A.R.C.S., D.A.: 
anesthetist, Stafford hospital group. 

HENDERSON, E. E., M.B. pre assistant M.O., Hertfordshire. 

JOHNSTONE, -» M.D. Belf., F.F.A.R.C.S., D.A.: part-time consultant 
anesthetist, United Manchester Hospitals teaching group. 

Jongs, R. E., M.B. Lpool, D.P.H.: deputy M.O.H. and deputy principal school 
M.O., Denbighshire. 


Manchester Regional Hospital Board: 


HALL, M. H., M.R.C.S.: senior accident officer, Preston Royal Infirmary. 
MACMILLAN, 3. B., M.B. Glasg., F.R.F.P.S.: consultant dermatologist, 


part-time consultant 


Blackpool and Fylde, Preston and Chorley, Blackburn and District, 
and Burnley and district hospital groups 
THEOBALDS, J. R., M.R.C.S., D.P.M.: assistant psychiatrist, Lancaster Moor 
ospi 
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Notes and News Visiting the hospitals is an important part of members’ 
duties, to obtain both first-hand information on the services 
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HOSPITAL COSTS 


Tuls is the third year of the new detailed system of hospital 
costing, and for the first time the returns! of the 350 selected 
large hospitals are published in three parts. 

Part I contains a cost summary (showing the inpatient cost per 
week and, except for long-stay hospitals, the cost per case), together 
with separate costs for wards and outpatient (including casualty) 
departments. Part II gives detailed costs for seven lay departments 
(eg., catering, boiler house, laundry) and part III for four medical 
departments (e.g., diagnostic X-ray, pathological laboratories). 
Expenditure of each separately costed department is expressed in 
tems of costs per unit of work performed. The cost unit used 
depends on the function of the department—thus, catering costs are 
expressed as costs per person fed per week. 

The remaining 2000 N.H.S. hospitals in England and Wales 
use a less detailed system of costing, and their returns will not 
be published centrally as in previous years. But each regional 
hospital board will compile the figures for its own hospitals 
and exchange them with other boards, so that the details can 
be generally available within the service. National average 
costs for these hospitals are included in part I of the returns. 
On average, costs per patient per week rose in 1959-60 by 
rather more than 8%. An increase of about 6% can be 
accounted for by increased wage-rates, the cost of reducing 
hours for nurses and ancillary workers, and price-changes. 
The cost per case treated increased on the whole by much less 
than the weekly cost, suggesting that beds are being used more 
intensively. 

For acute hospitals the average net inpatient cost per week was 
£22 5s. 3d. for 1959-60 (compared with £20 11s. for 1958-59) and 
the net inpatient cost per case was £60 17s. 8s. (£58 Ils. 11d.). 
Comparable figures for London teaching hospitals were £36 6s. 8d. 
(£34 13s. 6d.) and £82 13s. 5d. (£80 17s. 1d.). 


THE HOSPITAL VISITOR 


IN public administration, hospital management committees 
are sui generis: the members are not elected, they do not strictly 
represent any organisation, and, though committees spend 
large sums every year, no sanctions can be applied to individuals 
for any financial misfeasance. Ideally, perhaps, each committee 
should comprise a cross-section of the population of the area it 
serves, and members may be expected to make some contri- 
bution from their experience elsewhere to the wellbeing of the 
hospital service. Like the average patient, the new member 
enters a new world, and must expect a period of bewilderment; 
but it will be shortened for him if he studies two booklets lately 
issued in revised editions. 

The first of these ? is by Mr. Stuart-Clark, now senior tutor 
at the Hospital Administrative Staff College established by the 
King’s Fund and formerly chairman of a large hospital group 
in the Metropolitan area. He outlines the history of hospital 
administration before 1948 and the position of the management 
committee within the service. In discussing the various com- 
mittee structures he emphasises that no group can perform its 
function properly without full and efficient medical advice, and 
that “‘ the group medical advisory committee is the accredited 
adviser on all medical matters”. The feeling of frustration 
which often affects members is not overlooked: one experienced 
person is quoted as saying that he always asked himself after a 
meeting what specific action would have been taken and what 
mistake would have been avoided if there had been no meeting; 
and the answer was often disappointing. The responsibility of 
members towards complaints is considered: many of these may 
prove frivolous, but others must be fully investigated so that 
necessary action may be taken without delay. 


1. National Health Service: Hospital Costing Returns year ended March 31, 
1960. Parts I, II, and IIZ, 1 guinea each. H.M. Stationery Office. 

2. Administering the Hospital Group: the work of the management com- 
mittee member. By C. STUART-CLARK, M.A., senior tutor, Hospital 
Administrative Staff College; formerly chairman, Wandsworth Group 
Hospital Management Committee. London: Institute of Hospital 
Administrators (75, Portland Place, W.1). 2nd ed. 1960. Pp. 64. 3s. 9d. 
(post free 4s.). 


provided and personal knowledge of the staff employed. 
Guidance on this is given in the second booklet,’ which was 
originally based on the great experience of King’s Fund 
hospital visitors. The statement that on going round the 
hospital it is “‘ inadvisable ’ to discuss matters of policy with 
members of the staff will be interpreted as a piece of under- 
statement or meiosis: gossip and the grapevine are indigenous 
growths in hospital premises, and joint staff advisory commit- 
tees, both medical! and lay, are the right places for discussions 
of policy. But very useful suggestions are made about the 
questions that will be helpful when examining each major 
department, and some guidance is given on approved modern 
practices. The new member, and perhaps the oldest too, will 
find that both booklets provide a pleasant epitome of what the 
lay visitor ought to know and ask. 


THE CONGO 

AFTER returning, at the end of last month, from his third 
visit to the Congo, Dr. M. G. Candau, director-general of 
W.H.O., expressed satisfaction that the health situation there 
had been maintained at a reasonable level. This was due, he 
said, to the unremitting efforts of Congolese health workers as 
well as to the international contribution made by Government, 
Red Cross, and Red Crescent medical teams. But the emergency 
was not yet over. The presence of the medical teams gave a 
welcome breathing-space while W.H.O. recruited 130 medical 
staff. In Dr. Candau’s opinion the most important form of 
assistance that W.H.O. was rendering to the Congo was the 
long-term training programme for Congolese doctors, of whom 
there was not one when the country became independent last 
July. 60 Congolese medical assistants were now in training for 
medical degrees in France, at the Universities of Rennes, 
Nantes, Bordeaux, and Montpellier. These medical assistants 
had already undergone four to six years’ medical training, and 
many had had several years’ practical experience. Accordingly 
they should be able to qualify fully within three years, when, 
together with fresh medical graduates of the Lovanium 
University (near Leopoldville), they would constitute the 
backbone of the future Congolese health services. In ad- 
dition 7 Congolese undergraduates had been placed at medical 
schools in Europe (4 at Geneva and 3 at Lyon), and would 
qualify in six years. W.H.O. was strengthening the medical 
faculty of Lovanium University; and it had given a few fellow- 
ships for special studies, such as medical entomology. 


HOSPITAL ALMANAC 
EAcH year the Institute of Hospital Administrators offers 
those who share its interests a convenient and comprehensive 
survey ‘* of the hospital world and a good many of the facts 
needed to keep it turning. Inevitably there is a certain same- 
ness about a reliable compilation of this kind (this year’s chief 
novelty is the expansion and rearrangement of the Northern 
Ireland section), and most of the yearbook is for reference 
rather than reading. The editor’s introductory review of 
progress and problems is always an interesting exception, and 
this year those who settle down to it without delay will find 
a sensible discussion of the practical implications of the new 
Mental Health Act for the hospital psychiatric services, a sug- 
gestion that though work study is growing it is more likely to 
bring increased efficiency than financial saving, and a firm 
reminder that even the present intensive hospital-building pro- 
gramme is inadequate to make good twenty years of arrears. Nor 
is building going on fast enough to satisfy Mr. Milne. The 
time now taken to bring a hospital project from conception to 
completion is in his view “ludicrously long”. The remedy in 
his realistic view is the acceptance of some measure of standard- 
isation of design and costing. 
3. Hospital Visiting: 1 for 
mittees and house committees when visiting hospitals. 


Edward’s Hospital Fund for London, 34, King Street, E.C.2. 
Pp. 52. 2s. (post free). 

4. Hospital Year Book 1961. Editor: J. F. Milne, M.C., B.Sc. (Econ.). 
Pp. 1194. 59s. 6d. (postage 2s. 3d.). From the Institute, 75, Portland 
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NOTES AND NEWS 


THE LANCE 


CANADIAN MEDICAL RESEARCH COUNCIL 


THE National Research Council of Canada has set up a 
' Medical Research Council with responsibility for all activities 
formerly conducted by the N.R.C.’s division of medical re- 
search. The new Council, which will have virtually complete 
autonomy in its operations and full responsibility for policy but 
‘will be under the general administration of the N.R.C., has 
been created as an interim measure pending the Canadian 
Government’s consideration of appropriate legislation. The 
eventual establishment of a completely independent medical 
research council was implied in a Ministerial statement in the 
Canadian Parliament last summer. 

Dr. 2. F. Farquharson, professor emeritus of medicine at Toronto, 
will be chairman of the Council, and Dr. J. Auer, professor of 
anatomy at Ottawa, will be secretary. The other members will be: 
Prof. Louis B. Jaques (Saskatchewan), Prof. Roger W. Reed 
(McGill), Dr. Chester B. Stewart (Dalhousie), Prof. Malcolm Brown 
(Queen’s), Prof. Marvin Darrach (British Columbia), Prof. Roger 
Rossiter (Western Ontario), Prof. J. Doupe (Manitoba), Prof. A. L. 
Chute (Toronto), Dr. Rosaire Gingras (Laval), Prof. Walter C. 
MacKenzie (Alberta), Prof. F. C. MacIntosh (McGill), Prof. L. P. 
Bouthillier (Montreal), and Prof. H. E. Taylor (British Columbia). 


EXPIRED-AIR RESUSCITATION 

THE British Red Cross Society have issued a memorandum 
on expired-air resuscitation. Drawn up by their medical 
adviser, Major-General F. C. Hilton-Sergeant, this is com- 
mendably brief and practical. After a short introduction, the 
mouth-to-mouth and. the mouth-to-nose methods are clearly 
described. The difficulties and dangers of the methods are 
fairly set forth, and the circumstances in which they may be 
used are outlined. A few sentences are devoted to mouth-to- 
airway and mouth-to-mask procedures, and reasons why the 
society does not recommend them for ordinary first-aid workers 
are given. The memorandum concludes by emphasising the 
importance of a clear airway for any method of artificial 
respiration, and saying how this may be achieved. 

Methods of expired-air resuscitation do not at present form 
part of the Society’s training syllabus, but this memorandum 
is a valuable contribution which should receive wide publicity. 
Copies may be obtained from the Stores and Supply Depart- 
ment, British Red Cross Society, 14, Grosvenor Crescent, 
London, S.W.1, at 2d. per copy (postage extra). 


NEW PROCEEDINGS 

As Lord Adrian has lately pointed out,! our learned societies, 
through their meetings, publications, and libraries, are an 
important forum for the interchange of ideas. Because they 
realised that the lack of a journal was a severe handicap to a 
scientific society, the Association of Chemical Biochemists 
from their inception included in their rules power to set up a 
journal. Till now, for lack of money, this has taken the modest 
form of a cyclostyled Newsletter; but this year they have felt 
able to afford more formal print, and the first issue of their 
Proceedings has appeared. Besides reports of regional meetings 
and book reviews, it contains a symposium on congenital 
adrenal hyperplasia. The Proceedings will be published 
quarterly (annual subscription £1; single copies 6s.). Contri- 
butions and orders should be sent to the hon. editor, Mr. H. 
Varley, M.SC., F.R.I.C., department of chemical pathology, 
Royal Infirmary, Manchester, 13. 


University of Birmingham 
Mr. R. L. Edwards has been eppcknd senior lecturer and 
first assistant in the department of obstetrics and gynzxcology. 


University of Wales 
At recent examinations for the degrees of M.B., B.CH. the 
following were successful: 


Elizabeth R. M. Archer, P. G. Consign 
Deere, M. D. Edwards, J. N. h 


D. G. Daniels, B. E. 
R. H. C. D. Isaacs, 
Kingsley J Marlene M. jones, ones, Margaret M. L. Lord, 


» M. J. C. Povey, B. . Stratford, 


I 

I 
Surendradass al Nirsi 
A. C. Wi 


1. See Lancet, Nov. 19, 1960, p. 1149. 


Royal College of Surgeons of England 

The Lister medal for 1960 has been awarded to Prof. Wilder 
Penfield, director of the Montreal Neurological Institute, jn 
recognition of his service to the advancement of medical and 
biological knowledge. Professor Penfield will give the Lister 
lecture at the college on April 5. 


Royal College of Surgeons in Ireland 

On Dec. 2 the fellowship of the college was conferred on 
Peter Chee Nam Wong, and licences to practise were conferred 
on the following who have passed the final examinations of the 
Conjoint Board in Ireland: 


Edith M. B. Drohan, M. T. R. Collins, Eugene Curran, I. G. Fleming, 
B. E. Gittens, C. F. Kelly, Kim Lan Lim, Patrick Lowe, Jasswanti ae 
mun, Harold Morris, Delia T. MeCartan, Savathrey Naidoo, P. D. O’B: 
Samuel Asare Odel, P. J. O’Grady, Olarewaju Olasimbo, D. A. J. ONGR 
Harripersach Sanhaie. 


Postgraduate Medical School of London 

An advanced symposium on selected topics in chemical 
pathology will be held from April 18 to 20, at the Postgraduate 
Medical School, Ducane Road, W.12. Further details will be 
found in our advertisement columns. 


Royal Society 

At the anniversary meeting of this society on Nov. 30 
Sir Howard Florey was elected president in succession to 
Sir Cyril Hinshelwood. Among the other medical fellows 
Sir Lindor Brown was re-elected biological secretary, and 
Dr. R. G. Macfarlane was elected a member of the council. 


Royal Society of Health 
Sir Arthur Massey is to become chairman of the council of 
the society on Jan. 1. 


European Colloquium on Endocrinology 

This colloquium, which is to be organised by the Association 
Médicale France-Espagne and the Medical School of Barcelona, 
will be held from May 20 to 22 at San Jorge on the Costa 
Brava. Further particulars may be had from Prof. J. M. 
Cafiadell, Avenida Generalisimo, 497, Barcelona 15, Spain. 


Heberden Society 

On Dec. 2 the Heberden oration was given in London by 
Dr. J. J. Bunim, of the National Institutes of Health at Beth- 
esda, Maryland. He spoke on Sjégren’s syndrome and its 
pathogenetic implications. 

The society’s dinner in the evening at the Zoological Gardens was 
the largest it has had. In proposing the main toast, Lord Nathan 
touched on historical events affected by disease and on the influence 
of doctors exerted through their patients. Dr. F. Dudley Hart, the 
president, said that members of the society were united by a common 
interest in rheumatism but were drawn from a great variety of spe- 
cialties, from orthopedics to biochemistry. His speech concluded 
with the presentation of the Heberden medal to Dr. Bunim. 
Oswald Savage proposed The Guests (who included Dr. F. Forestier, 
of Aix-les-Bains, and Prof. J. Goslings, of Leiden), and Dr. T. F. 
Fox replied. 


British Society for Hematology 

This society was inaugurated at a meeting on Nov. 19 at the 
London School of Hygiene and Tropical Medicine when a 
symposium on leukemia was held. The second meeting will 
take place in Oxford on April 8 under the chairmanship of 
Prof. L. J. Witts. Membership is open to scientists and doctors 
engaged in the study and practice of hematology. The pro- 
visional secretary is Dr. Rosemary Biggs, Blood Coagulation 
Research Unit, Churchill Hospital, Oxford. 


A meeting of the Osler Club will be held on Tuesday, Dec. 13, 
at 8 P.M., at the Royal College of Physicians, Pall Mall East, London, 
S.W.1, when Dr. C. E.. Newman, Prof. R. Weiss, and Mr. A. C. 
Crombie will speak on Thomas Linacre (1460-1524). 


The Hospital Personal Aid Service for the Elderly which is run by 
King Edward’s Hospital Fund for London has moved to 24, London 
Bridge Street, London, S.E.1. The Elderly Invalids’ Fund is now 
also at this address. 
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